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DR. BACKUS: _
I thiok you all have copies of the memoranda we sent out, and you
know that we are here concerned with the Third Charge given to the Panel
by Dr. DuVal. We have indicated that this has two parts. To determine
whether existing policies to protect the rights of patients participating
detexrmine whether existing policies to protect the rights of patients
partiﬂipating in health.research.gﬁpgorted by the DHEW are adequate and
effective; and,t@en_to recommend improvements in these policies, as.neededo
We are concerned at the early part of this meeting with the conducted aspects
of the DHEW program; that wmeans the intramural programs. I have asked Dr.
Chaimers, who has a sizeable responsibility in this area as the Director
of the Clinical Center, to lead cff with some couments and give us a general
picture as to how it has developed here at the Clinical Center over the
years. Perhaps you can indicate some further developments in the policy on

protection of human subjects within the Clinical Center and the NIH in general.

DR CHALMERS: _

I am going to open with a few introductory remarks about the philosophy
of research on humans as we look at it here in the Clinical Center. I do this
partly to help you understand something about the organization of the NIH.

The Clinical Center is here to service the Institutes. They are re5ponsiBle
for conducting research by whatever means is best to answer their questions.
And when they conduct that research with patients, it is our responsibility

to care for the patients in the best possible way to be sure that the clinical
research is entirely exemplary, excellent, and safe. As Director of the
Clinical Center I have some responsibility for that with the Clinical
Directors of each of the Institutes. I also have an appointment as Associate
Director of the NIH for Clinical Care. In that job I have some responsibility
for standards and controlled clinical trials that are supported by the
intramural program under contracts. There are also a few related grant
supported studies. Because of wy long standing interest in clinical trials,

I am involved in that and have represented Dr. Marston in some of the l
problems and discussions and also have served on the Policy Advisory Board of

a number of clinical trials that are now going on. I have a special interest
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this field in determining how one practices the best possible medicine

i
o}

n thuz enviromment of rescarch and the hest possible research in the

ln

envirenmment of practice. In other words, in developing the concept that

each can ba highly superior if the other is actively being pursued.

1 have put on the board a few definitions. Although you may have
heard them all before now, and if you have been.thrOugh Dr, Katz' book, I
am sure you've seen and heard these, T think it is worthwhiie emphasizing
them again. One I think is not emphasized enough is the distinction between
practice and reééarch; or rather, really, the lack of distinction between
practice and ressarch. 1've pursued my present carecer goals for the last
25 yeatrs because after 6 years of practicing internal medicine, I found it
entirely unsatisfactory. .I realized that most of the time I didn't realize
what T was doing, and T often found that I had been doing the wrong thing,
and thatl my contemporaries were doing the wrong thing; sometimes guite serious
wrong things. Ve thought they were right at the time. The evidence indicated
that they were right at the time, but then somebody did a better study or a
new study and showed it was wrong., I think that this emphasizes the fact
that the word practice is just what it means. The doctor is practicing on
his patient according to his best available standards, but it is not really
that different from research. As we observe what goes on here where every
patient comes into the hospital for research, we find that we are practicing
medicine a lot and that in regard to such important things as informed consent,
we really can't distinguish between practice and research. Practice should

have the same high standards of informed conseut as research has.

Now the rislk/benefit ratio; we hear about it all of the time; and it
seems tO me that the best way to remind ourselves of what we are talking about
is to construct a matrix in which risk is rated from none to slight to definite,
and bepefit from none to slight to definite; and then if you mentally classify
studies this matrix is useful. You would never want to do a study that had
no risk if it alsc had no benefit. I would also like to add that we should
not solely talk about benefits to the individual, but should talk about benefits
to the individual and to society. And then, since it has not been done enough
in the past, we should talk about risk of any study to the individual and to

society. A badly designed study which results in bad publicity for medical
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research ig, I think, a study that has great risk to society as well as any

risk it may have had to the individual. So there are no studies, ideally,

that have no benefit and no risk to either society or the individual; and

there are certainly none that have no benefit and definite risk or slight

risk, But where the benefif Lo society or the individual begins tec be appreciable
then one tends to move a little bit toward slight or even in some cases definite
risk with a greater feeling of fulfilling ones responsibility towards both

the patient and society.

The distinotion between the volunteer and the involunteer is,II think,
important in all of these, both in practice and in research, and I think that
it is well to consider these separately from the distinction between well
and sick. OSometimes one is inclined to think of a normal volunteer as being
different from a sick patient. But in fact a sick patient is also a wvolunteer
when he is having research done on him. A éick patient can actually bhe similar
to a normal voluhteer in the degree to which he tenefits from that research
in that he way be volunteering for somwething that is not directly applied to
hié own research. OSimilarly quite often research is done in sick patients in
which they are not volunteers. This is done in the name of the practice of
medicine all of the time; minor chénges in the physicians' techniques, or minor
medicines, or new uses, or slightly different surgical techniques tried by
a physician as part of his practice are research projects in a sense; and
it's done sometimes on a patient that has not obviously volunteered for it.

And I think that to keep this in mind emphasizes a terrible problem on has in
drawing a line as to where anything you're doing is just enough different

and new so that you need to go fhrough the procedures of permission and peer
review which are required for a research project. Where this new and different
thing is just so minor one goes ahead and does it as part of the practice of

medicine.

In the Clinical Center we have had traditionally a clear cut distinction
between the well and the sick research subject. And about a third of our
patients have been well people who are admitted specifically for a research
project, or two, or three, in which the investigator needs to study the normal
_person, both to arrive at some better mechanism or explanation of mechanisms
of disease by studying the normal mechanism and then seeing how the diseased

patient differs. Or, in the case in which the investigator has some specific
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studies in abnorwal conditions in some patients and he needs to compare those
data with anmother sick patient. So he studies the normal as a separate
category. About a third of our patients are in the category of normal
volunteers who are recruited by an office we have for that purpose through
various groups on the outside that are largely church groups, but some
educational institutions in which the students feel that is is an important
experience in their lives to take part in a research project. The other two
thirds of our patients are sick and are sent here by practicing physicians
who refer them to the NIH for many reasons. A common one that we are not
terribly happy about but which we accept and we are glad to help where we can,
is when the doctor has tried every known therapy, or every known diagnostic
maneuver and finally throws up his hands and says that there is only one
place that may help you and that is the National Institutes of Health. That
is sometimes a difficult problem for us for several reasons--the patient may

not fit in the group of diseases we are studying, and also we may not have a

=t

protocel for studving them, or even if we do it is usually not a situation in
which we can be dramatically helpful although there are some exceptions. So
somelfimes patients ave veferred because there is nothing else that can be done
for them. Sometimes they're referred because they have a rare disease which
they know we are studying and investigators study rare diseases quite often
because they are better able in studying the rare mechanism to understand
often the more common one; and then sometimes patients are referred with perfectly
common diseases because the doctor has been notified that we are looking for
patients with that disease, and we will be glad to take care of the patient
during the course of that illness and we are always very careful to emphasize
that we will return the patient to his own physician. The care here is free
to the patient. So that might be considered a reason why some pecple are
referred. If they have run out of money on the outside, they can still get
as good or better care here; but only if they do fit in a stated research
protocol. We probably turn down about 60-80% of the sick patients that are
referred simply because they don't fit with the protocol which investigators

at that moment are looking for.

Now procedures in the past have been slightly different for the
protection of the well and the sick patient with regard to the determination

of risk/benefit ratios and peer review of what is done for that patient.
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ay voeluntcer, the investigator writes up a protoeccl

which is guite and we can make some available to you if you wish,

which is first by tls boss, his laboratory chief, or his clinical

section chief, and then by the Clinical Director of his Institute. Then it

is referred to the Clinical Research Committee of the Medical Board, which is

a group of investigators from all of the different Institutes, who go over

it in great detail, and then they refer it to the Medical Board, which consists
of a1l of the chiefs of all of the services; nine Institutes have clinical
services. The Medical Board includes a couple of mon-M.D.'s who are on the

NI staff, and an M.D. from the community who has no association with the

NIH. The Medicé{ Board then approves or disapproves or approves with qualifica-
tions, as did the Clinical Research Committee. The Clinical Research Committee
members quite often interview the investigator in person to find out any

further details or reassure them about things that may worry them. Dr, Copin
had been Chairman of the Clinical Research Committee for a couple of years

and can further elaborate on that. The Medical Board may also call upon the
investigator 1f they have something that bothers them. After they approve the
protocol, then I go over it and write in my name indicating that I agree or

I send it over to Dr, Berliner if I have some guestion on something that I
den't agree with. Dr. Berliner either approves or disapproves according to

the complete comments made by the complete Clinical Research Committee, the

Medical Board, and me. And only after he has signed it is the research

protocel instituted.

The sick patient presents a somewhat different problem,as here we get
into the interaction between practice and research. Where the physicians
“on the ward are taking care of the patient as a patient and where they are
doing research is not and has never been clearly indicated all through medical
practice and research. Since every patient referred to the NTH uhderstands
that he 1s coming here to partske in clinical research and this is made clear
to him not only, hopefully, by his own physician at first, but also by the
aduitting office and also by the NIH physicians who work him up. This is a
slightly different situation from the hospital in which the patient is admitted
ostensibly to be treated and then is asked to take part in research for some-
thing that he may not have had any idea was being done. So we feel that we have
one leg up on the permission process when the patient does enter the Clinical

Center because he knows, we hope, that he is coming here for research purposes
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and we have him sign that he is willing to leave to be discharged—«ﬁhen the
dector decides that fthe research project is over. He does not come for the
duration of bis illness, although we bregk that sort of custom many many times
for professional or compassionate reasons. It dis the policy of the Cancer
Institute, which has the largest number of sick patients in the hospital to
look after their patients continualiy until they are well or die. Some of the
other Institutes do not do this for the very specific reason that they feel
that they should not get into the complete practice of medicine. This would
limit the number of patients we could get into the study and would limit,
therefore, our alility to carry out our mission of doing research in the
particular disease area. In those cases the patients are seen for their one
initial episode of illness, and it's made very clear to them that they now

go back te their family dector. A complete report is sent to the family
doctor, and he can get further advice whenever he needs it. He can refer the
patient back to NIE again for consideration for readmission but in most

instances we don't promise to readmit that patient through all of his illnesses.

in the case of the sick patient being taken care of by our physicians
upstairs, thiongs are not too different from the ordinary university or teaching
hospital. The Clinical Associate who has just finished his internship and
residency, usually in a teaching hospital, is directly responsible for the
patient--the equivalent to the intern in a university hospital. He works up
the patients and writes wost of the notes and reports to the clinical investi-
gator who has admitted the patient for a specific subject. Protection of the
patient and making sure that he receives good care as a sick patient and also
good research is the reSponsibiiity of everybody down the line from the
ciinical asscciate who is the patient advocate throughout te the investigator
who may have a little more interest in the investigation. The clinical
associates and the investigators work together, one thinking a2 little more
about the patient care and the other thinking a little more about the research;
with the chief of the section or branch or Clinical Director being the final
person who has ultimate responsibility to be sure that the pétient care in
exemplary and the research is gooed. In the past because of the difficulty in
determining when a new protocol or when a new project was being started, or
when the patient was receiving the kind of routine care that might be necessary
for someone with his disease, we did not formally require a written protocol

to be approved by a research committee in the case of each decision wmade with



regard to the handling of each patient, Obviously we can't do this with

L]

350 patients in the hospital, many getting routine patient carve. it has

been the rules, which you will see, which state that the Clinical DPirector
would determine whether or not something was going to be dene for or with a
patient, diagnostic ox therapeutic. In other words, where the patient 1is

not serving as a normal volunteer, the Clinical Director would decide whether
this protocel had to go to committee or not--in this case an Institute

committee which looks at all of the research activities going on in that

Institute.

We have now changed this in the last year, and the rules now state

n Review of Clinjical Research Procedures in Patients {this is in contrast

o the normal volunteer): Clinical studies that are diagnostic or therapeutic

rt =

[

n intent (1) for studies that conform to accepted medical practice Lhe group
decision with imteraction of the clinical associates, attending physiciauns,
and the service head or branch chief, is sufficient; (2) Studies that deviate
from accephed practice will be referred to the Institute Clinical Research
Comnittee which will veview the project and recommend approval or disapproval
or further review by the Medical Board. {In other words, if the project is
particularly critical with regard to the risk/benefit ratio, if it may be
considered that the risk or benmefit may be more for humanity than for the
individual's aid, and it's a sticky problem, then the Clinical Research
Committes of the Institute doesn't feel that it can take Full regponsibility
and it is referred to the Medical Board for further review and consideration.)
And Section 3 is: Investigative nondiagnostic/nontherapeutic clinical

“ research not motivated wholly toward the patient, where, in effect, the patient
serves essentially as a volunteer. All projects involving the utilization of
patients for such studies shall be reviewed by the Institute's Clinical
Research Committee, This committee can then either recoumend approval, dis~
approval, or further review by the Medical Board. The form in which protocols
are presented to the Institute Clinical Research Committees may vary within
the Institutes but an appropriate record must be kept of the actions of the

committee in its consideration of each project.

Now I should correct what I said before in that this amendment of our

rules that are in the gray book, and in a 1966 document from which this was
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taken, have been approved by a committes, of which Dr. Wolff is chairman.
The Medical Board has not yet given its final approval so that they haven't
changed our by-laws yet, but it is the procedure that we are embarking on.

The distinct difference is that in the past it has been up to the Clinical

&

irector to make a decision as to how variant from ordinary practice scmething

h

was or it to go before a special committee.

, and 1if it was necessary, even so,
ow he still has to make the decision--the investigator still has to make the
decision--as to whether the proposed course conforms with practice on the
outside {and that is not an easy decision to make all of the time). But once
that decision is‘made, then it is automatic whether it goes to the committee

or not. That pretty well summarizes the procedures in the Clinical Center.

With regard to the contrelled e¢lipical trials on the outside which
are now a part of the intramural program, these actually go through the same
general procedure as for grants, in that the protocol, the application, has
got to be approvéd by the institution which is dsing the work; by their own
Clinical Research Committee, whose make-up has already been approved by Dr.
Chalkiey's office. After that, when the application comes in, it is referred
through our intramural program, the Clinical Director, the {linical Research
Committee of the Institute, and then to the Medical Board if it involves
volunteers, and not to the Medical Board if it doesn't involve volunteers.
So that we have a dual check on the clinical studies that are supported by

contract,

Dr. Berliner has arrived while I was talking. Dr. Berliner is Director
of Intramural Research as well as Deputy Director of Science for NIH, and
Dr. Leventhal is his assistant. They are really the responsible people.

Shelley do you have any coumments?

DR. WOLFF: :

I think that you have covered it all very well. I would just want
to add that even with a volunteer the Institute's Clinical Research Committee
can be invcked to go over those also. And in some Institutes they even '
require that an Institute Clinical Research Committee report go to the NIH
Clinical Research Committee also. So here is another level of checks. T

think that you have covered it very well.
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DR. COPIN:
I think that you have covered it well. All nondiagnostic/nontherapeutic
procedures go through the Clinical Research Coumnittee whether or not volunteers

are involved.

DR, :

It seems #o me that a clinical question enters into this rather fine
scheme, and how that decision is made is critical. Who decides whether it is
nondiagnostic or nontherapeutic, or whether it is research enough or innovative

encugh te warrant putting through the system?

DR, CHALMERS:

This is decided at vhat we might call the bedside of the patient, By
the system of clinical rounds in the Institutes in which the staff physician
who brought the patient in describes what he's doing, and the Clinical Director
as his supervisor wverbally approves or disapproves his decision about which
courses to take. There is no committee or peer decision of whether a thing
goes Lo a committee or nof; and we assume that in the course of normal patient
care that with several people being involved that there is a sort of a peer
review mechanism at the bedside. Nobody admits a patient, works them up,
studies them, treats thew, and discharges them, without somebody else being
involved. I think that that is the only thing that we can rely on as a brake
or a mechanism of picking up where things wmay not be following the general
standards that we would like them to. Now I beg your pardon, we do have another
way; and that is through the head nurse. At the weekly meeting last week,
the Chief Nurse of the Clipnical Center, said that he nurses had teld her that
on one of the wards, they thought that patients were being studied, investigated,
too extensively before the protocol appeared; and they protested to the doctors
that they really thought there ought to be a protocel within this period; and
the doctors said that we are getting a protocol together and we have to do
these few little things to see how to better write it. Well, the net result
of this I think is that the protocol will come forward sooner. So we should

put on the side of the patient advocate, not only the clinical associates,
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but also the nurses, the social workers, the dieticians; in all of whonm we
try to instill the spirit of the patient's salety coming first and hope that

they as part of the team will instill this in the back room doctors.

DR. BACKUS:

CA qdestion concerning indoctrination of the local professional staff
wien they come to NTH since you do have quite a turn-over here among the
professional staff; and also the nursing personnel and so forth--is there a

formal indectrination of these policies?

DR. CHALMERS:

It varies. Recently, about two years ago, or three or four years ago,
I guess, the concept of having all of the clinical associates together for a
formal indoctrination was dropped because it was so apparent that if you asked
them, even though they were the brightest young doctors in the country, if you
asked them a week later what they learned that day of indoctrination they
couldn't tell you. T think this is true of all new functions, so to speak.
When you get everybody together and vou tell them how they have got to do
things it goes in one ear and out the other. So we have stopped having meetings,
and what we rely on now is the man who precedes teaching to one who follows,
the repeated rounds and conferences and conversations, with regard to the
doctors. With regard to the nurses, they have an extensive 2 to 3 month rotation
among the various Institutes, among the various wards, and attending various
sessions before they are called to nurse here and really start functioning.
Presumably they are going to be here longer., Our clinical associates although
they come for two years, afe only on the wards for one. Then their second
year is in the laboratory; during that time they may supervise the ones on
the wards. During the transition period, they are responsible for training
them. Most of the clinical associates come, however, from teaching hospitals
that have had active clinical research programs so that they pretty much know

what is going on.

MR, BROWN:
I think that I now have some understanding of the review process for
new studies. I would be interested to know though how the process works when

the study is in progress and some of these factors that influence your
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determination of risk and benefit change either because someone else is doing

a study, or some new information comes to light.

DR. CHALMERS:

Thig is one of those things-th&t we all feel uneasy about because it
is hard to.tell just how rigid to be about re-review because of the workloead.
We do have a rule that a.prctocol that is approved aft a cevxtain time has got
to come up for review again, both by the Institute and by the Medical Board.
That review--Shelley waybe you can describe it because 1 am not sure about

the timing now, since it was changed. -

DR. WOLTY:

The whole study must be resubmitted to the Medical Board at least
evary Six vears with a detailed analysis of the expected raction that occurred
and new information. We also re-veview every three years. Many of the protocols
now contain restrictions regarding tow many people can participate or how
long the duration of study might be. If T say that 1 am going to study ten
people for three years, at the end of the three years the study is over
whether 1 am dore or not. You are supposed to report any unreported reactions
at that time. Some protocols are requested by the Clinical Research Committee
to have a re-review more often than every three years; In one Institute a
malaria project protocol was resubmitted at the end of the second vear. They
had to report to the Clinical Research Coumittee the details of what had happened
during the previous year. But there is an absolute requirement that all
protocols must be resubmitted and reconsidered by the Clinical Research

Committes every six vears.

DR. KATZ:
Do you have a regulation that if there is a reaction not anticipated

in the protocol that it has to be immediately re-reviewed!?

DR. WOLFF:
I don’t think that there is a specific regulation on that point,

except when it is involving a new drug. That is required by the drug laws.

DR. KATZ:

Would you want something like that?



Di. WOLEL:
In general, this is reported, but I don't think that there is a

specific regulation that says we must.

DR. .~

In the protocel, there is a section which is entitled Mlarzards and
Precautions'”., As soon as there is any.information that is sufficient to
alter that; the investigator has to make this known to his Clinical Director,
who then makes the decision as to whether or not the whole protocol has to
be re-reviewed oy not in the light of this new information., Also if there
is any untoward effect of a procedure, expected or otherwise, we expect to
find this out from the investigator. The problem im all of this is that T
think that the Integrity of the investigator is the key, regardless of the
review procedures or anything else, because we're dependent upon the investigator
to tell us what he is going to do to evaluafe this, and are dependent upon
him to do exactly what he said he was going to dn. If the base level we approve
is up to a certain level and he feels he would like to go further, we have
already told him that he can't. We don't really have a check on him, to know

that he is not going to go havwire. We'

re dependent on his integrity as an
investigator, as a scientist, as a physician, not to exceed the limits set.
The only-~1 think this is true in practice as well--the patient goes to the
doctor, he makes the assumption that the doctor knows the best possible thing
for him-~~I don't know of a useful way of getting around this. I can't think
that we have to have someone checking on every drug that goes in, but a

nurse presumably is there, and knows what the protocol should be, and this

is the only check that we really have at the bedside.

DR. KATZ:

No, but the integrity of the investigator doesn't really help, because
people don't really know exactly what they ought to do. Like, for example,
Dr. Chalmer's example earlier of the nurses reporting that some studies were
done before the protocel had been submitted. There ought to be a regulation

that this should not be done.

SIMULTANEOUS DISCUSSION:

There is a regulation.
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DR. CHALMERS:
Well, there is. The problem is, what is the study that's being done?

Is it part of routine work-up of the patient, or not--and the definition.

”
e

his was a difference in the nurses idea as to whether this was a research.

E

=,

¢ that was being done; and then the doctor said that this was just a

e

th

rouitine work-up.

DR, KATZ:

TExactly. FBut you have been working this area at the firing line; I've
been working this area in the ivory tower, and. I really don't know how to
~make these distinctions. As your most recent regulations so nicely iandicate--
that you finally felt that you really needed to narrow the gap here, because
it really was so difficulf to make the decision as to what is diagnostic
and what is therapeutic and what is experimental., But I think that there
are a few things that one might really set out and tell people--that if they

viclate these kinds of rules, then they do this at their peril.

Oh they know that. That is clearly not only stated, but implied,
The perils~~for example the checks and balances of these in our services--
the roungs that we have are not just rounds by the iﬁvestigator; I round
every friday afternoon with upwards to twenty physicians; and each patient is
gone into in detail. Many of these physicians have no personal interest in
this particular group of patients; and discussions of this sort are carried
on in addition to the regulations we have. But I have to agree with Dr. Copin

if somebody wants to do something; then we can't regulate that.

DR o SfHPE &

Well, there are mechanisms for an investigator to request a raise in
dosage for instance, for a drug. There are ways for him to do this. For
example, if the Medical Board and Directors have approved a given dosage of
a drug, up to a certain level, and he finds that this drug is not having the
effect that he expected--~in fact the information comes back tﬁat this is a
very harmless dose--other doeses have been published that are higher than
this~-he may then ask for interim approval to give a higher dose. He has a

patient now in a situation where the dose 1s appropriate to be increased. It
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isn't appropriate to wait for this whole review process. He can then pick
up the telephone, and telephone the Chairman of the Medical Poard, the

Chairman of the Clinical Research Cowmnittee and obtain from him an interim
zppreval for one patient or two patients to go beyond this level. So there
is ne excuse for him te have to use subterfuge or do anything else. There

L

ars ways to get fhe job done through appropriate wmechanisms, if these are
appropriate and proper to do it. So he isn't bound in this way. And I think
most investigators know this because I know by the frequency of calls that

we get. Now sometimes we will approve it and sometimes we will disapprove.
Now this is up to our own judgment and cautions. and we may seek advice of
other people In this. It is not a five minute emergency, it is usually one
day or two days as opposed Lo twe weeks or a month. So that there are methods

of getting around this and the mechanisms are used.

DR, HILTNER:

1

Who is the"we" when you say "we"? Is that the research committee?

"DR,

4

Yes, the Clinical Research Committee

¥
DR. HILTNER:

The Clinical Research Committee?

PR : )
That's the Clinical Researcthommittee, (it) meets every other week;

and the Medical Board meets every other week as well. The Clinical Research

Committee meets the Wednesday before the Tuesday that the Medical Board meets.

Then it has to go to the Clinical Director. This whole process can take up to

three weeks to a wmonth. If ap investigator has a relatively wminor change in

his protocol, or he wants to institute a protocol which does not appear to have

any risk and has a good deal of potential benefit, and if it appears clear

that it will go through the various review procedures, the Chairman of the

Clinical Research Committee and the Chairman of the Medical Board together;

they give interim appreval for this protocol. But this is only usually for

a limited number of patients, for a specific circumstance which may not amount

to exactly an emergency, but with sufficient reason to élter the usual procedure;

and that is done as an exception. Although I think we get many more requests
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for this than are actually carried out.

DR, BILL

Could T pursue another aspect of this sawme question with Dr. Chalmers?
And that has to do with the Medical Board, to which you earlier referred, if
I understeod your earlier remarks. This is made up of physicians here, heads
of various lInstitutes plus a couple of physicians from outside~-that is, who

are not physician members of the Institute.

DR. CHALMERS: . 4
There is currently one physician from the outside who was put upon us
as a consultant because it gets him a parking space, but before that he had

no connection.

DR. HILTNER:
But if I am understanding, this is what I'm asking, all the Medical

Board, I assume in a sense, is the final authority about these decisions.

DR, CHALMERS:

Well, I sort of act as an intermediary in sending it on to Dr. Berliner.
And Dr. Berliner is the final authority. He reads through their recommendations.
It's his signature that really officiaily approves. And T should add also
that the Medical Board has other people on it who are elected each year, and

rotate off and on. So we do have somebody from this.

DR. HILINER:

Well, what I am really trying to get at--since many of the issues that
are involved are not purely medical in an historical sense, and seeing this
is a National Institutes of Health, not national institutes of medicine,
whether anybody but physicians have anything to say about these decisions.

That's the thrust of my questions.

DR. CHAIMERS: Well, we currently have two people who are not physicians:
one of our more éenior social workers, and then a lady from management part
of the NIH who is socially conscious and always interested in this aspect of

things{
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DR, - H
Plus we have a dentist, and two lawyers who are ex=officio members.,
They cowe, they're not really members, but they come to advise us.  So there

are five non~physicians.

DR. KaTZ:

These are NIH lawyers?

DR. “¢;~ 5

They're f#om the. . .

MR. MANGEL:
Yes, but they aren't any part of the Beard.

DR, CHALKLEY:

They aren't paid by NI either.

Dﬁa; >- _.:

NIH has no lawvers.

. MR. MANGEL:

We disown the Board.

{(Laughter)
(STMULTANEOUS DISCUSSION)
DR. & ¢

So there are fifteen wembers of the Board; seventeen including the

two non-members, of which almost a third are not physicians.

DR, CHALMERS:

But this is a recent change. It used to be purely physicians.

DR. BUTLER: _ :
I would like to ask another questicn--grievance questions. (1) When

you refer to the integrity of the researcher, who in the final analysis is



L {L}'&he rosearch does not prove out as

seientiilc value, in terms of the quality of the research,

risk ds determiuned to be too high for the participant {(the

:v they are volunteors or not; and in case of a suit regarding

of this; who is the agency of final responsibility when something

is being done intramurally?

DR. CHALMERS:
1

Well, I guess Dr. Marston, the Director of NIH, then Dr. Berliner,

then there is the'Institute Director, Scientific Director, and Clinical Director,

and of those three, the only one who really knows the details would be the

Clinical Director. And down that chain of responsibility to the staff physician,

the clinical associate, and the patient. And then the other half of the split
is to me in wy office and then down my chain of respensibility which is
through the nursing services, dietetics, or through our indirect influence

on the physicians, which is effective through my job.

g

DR, BUTLER:

SR
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tere is no direct influsnce on the physician--if he says "I am

going to pursue this anyway,” if he thinks he's on to something,

DR. CHALMERS:
Well, his Clinical Director will stop him, or his Scientific Director

or Instituie Director--that channel is a direct influence.

DR. BUTLER:

Could you give us some illustrations of the types of researches that

you would consider either not approving or, if started, of stopping?
(SIMULTANEOUS DISCUSSION)
DR. . =

Some propecsed uses of normal volunteers have been turned down by the

research committee.

T T a1



DR. BUTLER:

On what basis?

DR, -

On the grounds that the potential risks outweighed the potential benefits.

BH, #5. © # _

We recently furned down a project where they wanted to bring in
patients and pay them a fee for coming in to be studied, not here, but in
another institutifon, and we felt that this was undue coercion, and that's
been turned down. There have been a number of things; liver biopsies have

been turned down in the past.

DR, BUTLER:

There ave some cases that really go beyond risk, because there is
aither reasonablé or absolute certainty of death or absolute certainty of
great harm Lo the parficipants; and yet there is research going on in this
area. For exawple, where people are near death, or one of the more dramatic
that I consider the relationship between consent, informed or uninformed,
and heart transplantation, when they call a heart transplant donor a
volunteer., I happened to hear Dr. Cooley on television with the wife of one
of his patients, make a request for a heart transplant donor. And I thought

this was~~-now this 1s outside of vour risk chart.
{SIMULTANEOUS DISCUSSION)

DR. CHALKLEY:
Do you remember what she did a year and a half later? She sued Cooley

for three million.

DR, BUTLER:

Yes. This leads to one other question. I would like to ask your
feelings about two things. (i) Are your guidelines undergirded by any
legislation? I know that a lot of legislation is being proposed, But is
there any present legislation undergirding the'guidélines? 3o that should
there be a clear case of violation, or something, and you try to enforce it,

~and it goes to court, and it is determine that there is no law.



Bw H
Except for when it concerns new druges; and then they are under the
guidelines of the FDA.

{SIMULTANEOUS DISCUSSION)

DR. BUTLER:

But then there are no general regulations in the areas in which we are
concerned? The second question on that point is what are your feelings about
the possibility of a commission on the use of humans in research--a regulatory
commission such as the ¥DA. Anybody's feeling--1 would just like to know what

the feeling is.

DR. i
iy initial reaction is I would be very unhappy to see a new governing

agency formed since the past performance of governing agencies has left some-
thing to be desired. 1 think that there should be regulations, and there
should be some way to enforce them, but I don't think that establishing a new

%

agency is necessarily the answer.

DR. BUTLER:

Does anyone else have anyv. . .

DR. v
I would agree very strongly with what he had to say. I think that--I
_don't think that a regulatory agency of any sort would add anything to the
current regulations, or regulations as amended, as we will amend them, where
we will make them more specific in certain areas. I don't know what additional

input a commission would have into this.

DR. BUTLER: _

Well, they would provide the law on this subject. It would necessarily
carry with it some type of implementing or gome type of form or structure
where the responsibility would be based in the agency or elsewhere for it. Now,

for its implementation.
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aed i

I would like to answer your first question a little bit further,

itt
where you talk abocut the things in which the risk is definite and more than
definite. We don't want to have anything to do with that business-~we, the
people who are doing vesearch in the Clinical Center and the prople we are
regponsible for. If you are going fo do research in humans you bave to be
a physician first. And if you are going to be a physician first, you have to
really take clear cut responsibility for the welfare of your patient. It is
hard to conceive of a situatiocn in which you would make a decision in which
the risk was definite without benefit that was more definite. And I think
that one does that once in a while when you take out a whole stomach in the
effort to cure the patient's cancer and with a 20% mortality, whereas just
taking out haif the stomach it would be 5%. You're taking a big risk then
for what you think--you assume~-would be greater benefit. But conversely,
I think we have to work in a wmilieu, in which, we as physicians, in which we
instill in our phy.icians comnstantly, the fact that if a patient comes to them
for care, whether it be a research hospital or not, their primary responsibility

is the safety and welfare of that patient.

DR. KATZ:

Dr. Chalwers, I was just going to talk about that. You are actually
in a very enviable position here; that this is a research ceater, that most of
the people who come here know that they are coming to research institutions--
S0 you are not in the same kind of dilemma as investigators are in other
medical centers, where the differences are often unclear. And all of you are
interested in advance in knowlege. So shouldn't you under appropriate circum-
stances be able to step a little bit out of the physician role and be more
the investigator., I'm trying to talk about this very carefully because to
be sure, an investigator can still be a human being, but an investigator can
be a different human being than a therapeutic physician human being in the
actions, because he has also different kinds of intents and goals. T am not
really referring to inlformed comnsent, whatever that means, but if you have
a group of intelligent patients, whom you are doing research on, and you want
to investigate something that has somewhat greater risk that go sort of in
your box, you know. Don't you feel much more comfortable if you can discuss

it with them, and talk it over with them; they are willing to participate.
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To really zo a little bit further in order to get to the thoughts that you
would like to get then if you were dealing with a group of patients who cannot
comprehend, whow you canaol wake your associations with, etc. Bul ip your
role as an investizator have you got a siwmilar role to that of a therapeutic

i

shyvsician and doesn’'t consent to become a part of this box toel
Py P

DR CHALMERS:

What I think vou're implying, and I believe this very strongly, is
that in the ordimary doctor/patient relationship where research is not
initizlly involved, the patient is a real captive then in research that
develops, more T think than under any other circumstances. Because the patient
has come to the doctor and said "get me well” and he is not going to antagonize
the doctor, or he does so at risk to his health. So that, what I guess you're
saying, is that here at NIH that situation does net quite hold. The patient
comes and savs do research on me and I hope that you will get me well in the
process. It's true, but I think that you have to really be trying constantly
to hold that line of really doing what's right for the individual patient first,
taking minor risks for general knowlege, and hopiug that a series of minor
risks will result in a major benefit to mankind. But that you won't be forced
into a situation where you have to take a major risk to the individual's life

for the benefit of mankind.

DR. KATZ:
And with the understanding patients, would you be willing to take

somewhat greater risk, or not; would that not make any difference to you?

DR. CHALMERS:

Oh, I suppose, maybe a little bit, in the fact that they are here and
understanding might make some difference. That at least you are not deluding
them into thinking that your primary function is theilr care.

DR. "~ “

As far as the committees go, T think that we're more careful about that.
T can give you some examples. There was a psychologist who was interested in
performing some tests on normal individuals, and wanted to approach sowe of the

parents of children who had leukemia. He was on the same floor, and he could

‘gee them sitting out in the hallway. He asked if it would be possible for him
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to go ahead and ask these parents to parvticipats. The Clinical Research

Committee turned this down on the bzsis of the fact that they felt that there
wag the pessibility that {hese people would feel undue coercion to participate.
But this was a minor procedure, the benefits of which were questionable. And

.

1

the risks were absolutely negligible in terms of the individual, but in terwms

1
of their relaticonehip to the institution they would feel that because their

¢hild was on the ward receiving care that there was some implicit coercion in
this, in their being chosen, and being asked to come in. We felt the investi-
gator could just as easily obiain other subjects who were under different--or
not under the same sorts of stress. And this was arn exawple, T think that we
were sort of protecting the institution from thoughts that anyone who happens
to be wvisiting can be grabbed off and used as a research subject; and in this
case a psychological test which was minor. But in other cases perhaps more
substantial and a visk. At lesast that could be the interpretation of the
parent; and for this reascn we turned away from usipg this population and
suggested that he go elsewhere and/or that he speak to the physician in charge
to find out whether or not it was appropriate to approach these people. But
we would wnot give blanket approval for this, and I think this was leaning

over backwards to avoid a situation of undue coercion., We're very much aware
of this problem, and we're concerned about it. We're concerned about the image
the institution gives to the various people that become patients, or relatives

of the patients here.

DR. ., . %

May I just add to that. I think that in some of the conversation when
I was talking in the gingular about whether this individual could feel that--
I think that the system of checks and balances has been developed here even
though it may not sound as though it has. It doesn't allow for that individual,
unless he is a man without integrity and wants to go on and do something--it
does not allow him that kind of priviiege. 1 think that he has a series of

steps to go through that prevents that sort ef thing.

DR. BUTLER:

Are any studies being done either in NIH inclusive of NIMH or sponsored,
or at least approved for funding where suicide is involved--in studies of
gsuicides? If such studies are funded or if there is a center for such study--

how are these studies designed? What would constitute, for example, a control?
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DR ".f';
I don't think that any of us can answer that question. There is
nothing here at NIH invelved in this, and 1f theve are any such studies they

are in the Institute of Mental Health.

DR. BUTLER:

The reason that 1 asked this is that just as Dr. Hiltner is concerned,
I'm concernad beyond what is knowledgable in mﬁdicine, because some of the
greatest abuses are presently taking place among--well, I don't want to single
out a profession-~but, if a psychiatrist is doing a study there is a certain
kind of rigidity that is expected of himg if a psychologist is doing a study,
or a teacher of psychology is doing a study with us, he is actually running
the risk of altering behavior that he cannot control or doing some damage.
I started out in 1964 calling this the Timothy Leary syndrom because certain
things were given great dignity simply because they were done by both

peychologists or. . -

DR, CHALXLEY:

. « «and a Harvard one to boot.

DR. BUTLER:

1 know. Right. But the points are these; the need for some sense
beyond just the code of ethics or just a code. I also wanted to ask some
questions about the relationship between a philosophical theory which is at
one level (and you can put some of the early theories of medicine and therefore
the theories of society in this category) from a moral code, which is one
step closer. It is reflected in such things as the AMA Code of Ethics or in
this instance the Helsinki or Nuremburg Codes. But if those are the only
things which are there, it then becomes a matter of pure discretion or pure
integrity in the manner of whether a society can have certain protections and
there is underlining this the serious question of when do these things become
a matter of necessity to sanction or to support them by a body of law; and
whether we are at this kind of point in respect to a number of things which
are going on. T would also just like to kind of sharpen that--ask if there
are any studies presently engaged or supported which have a kind of longitudinal
character; the projected studies of the natural course of the disease eantity

as was the case with the Tuskegee Study. The Tuskegee Study evolved into that,
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it did not start as that; it started as a treatment demonstration. Butb this
thing that we are now concerned about evolved as a dimension of that, in order
to determine the patural course now. There are some things that develop into
cevtain--1 remeuber a remark from the Universitv of North Carolina Hospital
when a nurse, and this is sowmething that T happened to witness, enquired about
the treatment of a patient. And this particular researcher was interested in
the condition that was to come about. He was not interested in the present
condition of the patient. And I am sure that he did not intend it in the
way that it cawe out, but he said in effect "I am interested in the condition
that is about to take place, so let it happen.'” You treat the patient and
prevent the thing in which he is interesteﬁ.' And these things do happen.

And if we do not have enough patients for a certain advance condition, there
is a question of whether you stop and treat patients. And there is a question
of whether the patient--and I ask a question of the concept of consent and I
think that the concept of consent would raise a lot of conditions beyond just

the simple factor of wvolunteerism,

DR, {0 :

May I take some exception to what you just said?

DR. BUTLER:

I am just putting something before you.

DR. ¢ %
If you imply by the example you gave by the physician at the University
of North Carolina, that he was allowing something deleterious to happen to

that patient.

DR, BUTLER:

I don't mean to make any inferences. I'm just trying to expose--enter
some evidence where there are concerns--my real concern is whether this kind
of committee in the present atmosphere--whether we should suggest or not
suggest that there is a need for undergirding the present guidelines, and
undergirding the various codes that we presently have and the AMA. As even
in the days way back in the 30's there was a committee on ethics which approved
this whole process which developed, and it was a county/state committee. But

they did have a committee on it so they did not consider. . .



DR.

Well, I can't say what happened in the 30's. I can only tell you
that in the last 12-13 years din this institution, things have changed consider~
ably., And I think much wore so than one would have predicted 12 to 13 years
ago. We did things that no one would dare congider doing today and I think--

I don't know of any physicians in this institution that would allow something

to happen that might be deletericus to the patient.

DR, BUTLER:
I'm not sayﬁng that this would happen--because as 1 was saying this

was alwmost, well about 8 years ago. It was in '65 I think.

- DR. HILINER:
Well, how do you account for the-~now. what should I call it--the change
in ethos or decision wode of making decisicus, or whatnot that produced the

alteration to which to make reference?

DRe 6 %

I think that there are many things that go into it. I can't explain
it too simply. I think our ability to do things to patients had increased
enormously in the category--the advances that we have made in medicine has

allowed us to do things that we never were able to do before.

DR. HILTNER:

And with less potential harm?

DR. ', 1

Yes, sometimes.

DR, CHALKLEY:

Or waybe more potential harm and that is why we need more controls.

DR.. '
Yes. I think also the concern for social reactions has increased

enormously in the last three decades compared to the century. « .



DR, HILENLE:
What I'm tryiong to find ont, you see, is whether the technology that

is produced is for a higher ethical sense.

DR, . . ¢
! 1

I think it L

3

ecause, L think back in the 40's and 50's it was

L
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o

Tit

nor
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not the general practice to cbiain informed consent for the ethics. It just
wasn't done--whatever the reasons may be, and I think that I guess that maybe
more consideration of what was geing on has led to these practices. But I
think that there is no guestion that it is different. 1 think that the

Helsinki Declaration had something to do with it.,

DR. HILTNER:

Part of what is involved is that the public got interessted in drugs
and so it had some right to have been represented in the way in which new
drugs were used and s=o on. In general, as this increased, when it comes to
the Federal drug thing or otherwise, has this impeded the work of HIH or made

o difference?

DR. Dot
I don't think that this has made any difference. Let me say that some

of the people who are dealing with new drugs, feel that it makes a big difference.

DR. HILTHER:

You mean they think that it is better?

s

DR 10 &
No.

DR. HILTINER:

Worse?

DRy % 8

No, they feel that you can’t'study drugs in the United States any more.

>

DR, HILINER: _
The drug regulations have been too rigid and strict? You wean today the

regulations have been made too stringent and narrow?



Pa_ 27

. L :

wy

Ves, that's vight. That is a common opinion and you talk to people

in the pharmaceutical industry and those people who have done much of the
trials; they can't do it in the United States anymore, they have to do it

some place else.

DR. KATZ:

Are there investigations you would like to do and that you feel you
cannot do because of (he guideline .constraints that exist at the moment. I'm
not talking about what you would not do for personal reasons--but what you
would be willing to perform but you feel that would require informed consent--
whatever that is--and HEW guidelines would impede your doing it or you are

concernaed about a lawsuit.
(STMULTANEQUS DISCUSSION)

By .o iin

I think that there are many studies that individuals would like to do
which when considered by a group it is thought better that they not be done.
In other words, the enthusiasm of the individual for the project may put mich
more on the benefit side than his colleagues would put, and he would put less
risk than his colleagues would do, and therefore I think that there are many
projects that an individual would like to do which will not get by a group of

fis colleagues simply because they weigh the wvalues.

DR. FKATZ:

That's not precisely the question I'm asking. I have something very
specific in mind. Are there within your group people for instance who would
like to do researxch projects that they feél they are precluded from doing.
because of the climate of external restraints that exist at present?

DRy o - § |

As I was going to say. It is difficult to differentiate now in 1972,
external from internal. There are questions which I would like to see answered,
but would not ever suggest that they be answered because I would consider them
to be unethical. I don't know whether we would have done it 20 years ago or

not in wy own research. I think the question that people would ask, which is



o, they would ask about constraints now, is that there are

)

nuniber of things thal we use every day and do every day--~that if they were

discovared today, tb would never cowe to be. For cuample, cardiac

catherization. I don't think that today to propose cardiac catherization on
normal volunteers for the first tiwe would get through our medical board.

1
DR, KaTZ:

That's whats wrong, you see, that's whats wrong with our present guide-
lines. .Because in many ways Lhey axre such too restraining, What I have in
wind is one of my colleagues at Yale would like to--has a very good research
project-~he wants to mate huwan beings with hiéher apes=~for very importanﬁ

scientific reasons. But he doesn't know where to go to get approval.

DR. X

He wants to do what?

DR. KATZ:
Mate human beings and the higher apes; he's a specialist in inter-

gpecies hybridization.

DR. o

He wants to inseminate higher apes. . .

DR. KATZ:
Both ways--~he has to eventually do it both ways.

DR. CHALKLEY:

Any ideas?
(LAUGHTER)

DR. KATZ:

Yes, of course--he can--of course all of these things are possible,
But you know it creates all kinds of.interesting problems, because in a sense
we really have no structure where these things can be discussed, debated, and

figured out now. And I was wondering if you have similar kinds of problems?
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DR, . - s

My kinds of problems are miniscule compared. . .

(LAUGHTER)

Is there a possibility of developing a forum for such determination,
in which it would be sericusly entertained? There seems to be sowething
between the direct involvement of the human being and an exploraticn. Now,
most of the medical schools are developing some kind of structure like a
committee of advocates, or a committee on research which they hope will be
such a forum. The question is whether you can move the value structure within
the mores because we are going to have to begin to accept some things which
we have clearly rejected as being unethical. One of the auestions that came
up in the context of our reading was this matter of whether this would be
justified, and I have the distinct iwpression that when he said "justified"
he did not mean the same thing that you would mean, when you just say now
whether this would be justified. You know, this kind of undertaking. 1 don't
think that the consideration about velunteerism and informed consent had even
evolved in the context. But there was something that you can call quasi-ethical
or quasi-moral in the use of the term justified rather than whether it be
approved, or whether it be funded, or something of that sort, because even
there it was clear that the government could not fund it and they went to
private sources to try to get funding so that was not the question in the
concept of whether it was justified. Whether it was socially justifiable or
some other. I'm trying to settle on some of the. o+ .
DR, e e

1 don't know whether everyone would agree with me, but most of the
research that we would consider unethical; most of it has not been very good
research. Most of the results that have come out of such research has had

very little lasting value.

DR. CHALMERS:
This leads me to the point that T was going to make--I think a major
factor in determining the change in ethics in the last ten to twenty years,

has been the experience with and the realization that clinical research can
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be cone well, can be scientivic, and that when it is, it is really more
ethical than the kind of clinical research that was being done in the past.

As an iliustration of that, your guestion about do we know of any other long
term studies. The best exauple I konow of is the exploration of the oral anti-
diabetic or hyvpoglycemic drugs in patients with diabetes in which soon after
the drugs were introducad, a group of people asked the gquestion, which is
critically important, do these drugs by lowering the blood sugar reduce the
requency of cardio wvascular disease down towards the level that one finds

in people who dou't have hypoglycewmia. It was a logical question to ask,

and 99% of the physicians in the United States embarked on treating everybody
on the theory that of course they did. Because if you had a normal blood
sugar you would be doing better. And one small group set up a research project
which might, I suppocge, on some standards be criticized because they withheld
the thevapy from a group of consenting people with diabetes--they gave them
placebos. And they gave some others insulin, which meant they had to inject
themselves everyday atb great inconveniesnce; and then they gave two groups oral
anti-diabetic agents, The study was conceived in 1957, started around 1960,
followed the standards of good control trial, cf good clinical research, which
becawme well known during the early 50's in this country. And the patients
consented, the proteocol was approved, and the study is still going on. And

it turned out as you prebably heard, that the patients who were deprived of-
the oral drugs were the lucky ones; and their death rate has been distinctly
less than the patients who were assigned The oral drugs at random. The study
has not begen overly accepted by practicing physicians, because they have been
using these drugs for so many years and are convinced that they must be
effective. They are reluctant to now call in their patients and now say 'hey,
those drugs I told you were going to prolong your life have really been
shortening it." So that we have the reverse situation which has convinced

me of the importance of keeping the practice of medicine in mind at all times
when you are talking about regulating research. Really, shouldn't informed
consent be reguired if you imsist upon giving an oral hypoglycemic agent when

the only research that has been done in the field shows that they shorten life?

DR. CHALKLEY:
The only difficulty that you get is the wowman who works right up the
hall from us came in the other day and told me that she had been talking to a

physician about her blood sugar level, and was it too high? . She told me, and

b
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T said yea-gods, ves. She said; "well, maybe T had better go back on wy
insulin.” She bad been off for 45 davs; she just hated to shoot herself with

a needle. 1 think that she is a candidate for pills in this case.

DR, CHATRERS S

Well, sha may be, as long as she recognizes the possibility that it
may shorien her life. And that rather than go on a diet or take insulin she
would rather take that risk. But right now people are not even required to
know about that risk because that's the practice of medicine. And in the
practice of medicdine you don't have to inform them; you don't have a regulatory
body so to speak telling them what they have to do. One point I think that is
important with regard to having laws regulating research is that they ought
to be considered in the environment of the practice of medicine, because if
we are not careful research looks like something that's evil and looks like
something that needs to be regulated by law. And in the practice of wedicine
the doctor 1s aliowed to do anything that he wan.s to. In my own consideved
opinion, if I am sick, T want to be a part of a research project. I think I
would get better medical care as a research patient as long as the research
project is well designed and exccuted according to the standards which have
become fairly well accepted and as long as it is something that is likely to
end up with a worthwhile answer; and is not just sort of the casual, irresponsible
trying-one-thing~after-another without any possibility of learning whether it
helped the patient or anyone else--which is what the practice of medicine

often is.

DR, KATZ:

You are so right. When I started working in the area of human experiment-
ation, after a few years it dawned on wme, and it very soon dawned on some of
my collzagues and then they became annoyed at me again, that the kinds of things
you are talking about with respect to experimentation equally applies if not
more so with respect to medical practice; and what kind of pandora's box are
yvou opening up now? Because if one thinks this through conceptually one comes
exactly to your conclusions. And you know, I was a student of yours when I
was in medical school and then I was a student of yours again when you have
been writing all of the material on the contrel trials; and I am very much

impressed with what you have written on this subject. But how can we really
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curselves that we will be more and wore regulated by governmental agencies.
DR, BUTLER:

I think Dr. Xatz has pointed to probably the wmost difficult aspect of
the total work of this committee. And that is to try to prevent an emotional
consgleught that will bring about a product that is worse than the situation
that we presantla have. DBut at the same time making address to what is felt
to be in-~well, even among rational people-~the pattern of activity that may
just engage~-for example, in cancer research and certain other patterns,
where they're just on the brink of a break-through, like anything else, there
is a point at which the researcher is so close to this thing, that I just
intuitively feel--and I know that it is going to cost--but this is the same
thing that a general says when he asks for volunteers, you know, that's why
you have suicide squads in wvarious branches of the military, or you do
certain kinds of research in the military which 1s under specific edicts and
not for the benefit of participants, and not for the benefit of anything in
their immediate society except the~-~increase the sophistication of the military

concern~-whatever the concern is at that point.

DR. CHALRERS:

Let me just answer Dr. Hatz: 1 think that there is a way out, and I

i

think that that way is preper education of physicians so that they learn to
examine data and act on- the data instead of on the latest company advertising
or on inadequate research. And if they can appreciate what good research is,
what good clinical research is, and draw their conclusions from weighing the
conflicting good clinical rxescarch, they may make some step in the right

direction.
{SIMULTANEQUS DISCUSSION)

DR. BACKUS:
May I just say, Dr. Chalmers gave us some of the reprints that Dr.
Katz alluded to., We were unable to get them to the Panel members in time

for this meeting. We will send them to you a iittle bit later.
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inner~NIill approved research in which a

disease entity is introduced inte a control, who is a normal person, when
you are studying for example, something relating to sick patients, and you
need well patients as controls for the purpose of making a determination as
to what difference may occur between a sick person and a well person? Are
you supporting--do you know of any instance in which you are supporting such

s study in which &l sctually introduce a drug, for example a cancer. . e

[

“n

There are studies involving the production of respiratory infections,
common colds, im order to test vaccines. For wmany years there have been studies

in walariz, in which normal volunteers have been inncculated with malaria.

]

T was kind of intrigued., One of the reasons I asked the guestion was
that in this same historical milieu, there was a theory that a fever had some

kind of beneficial effect in subsiding and even curing gyphilis.

PR. CHALMERS:
Oh yes. Dr. Berliner and I worked in that during World War IL.

DR, BUTLER:
And the introduction of malaria was one of the suggesticns at that
time,

DR. BERLINER:
That was the accepted practice for the treatment of syphilitics at that

time until penicillin.

DRo BAC K‘US .
Could I ask a question that was--going back to some previous discussion--
in your clinical rounds, is every patient here seen at one time or another

during clinical rounds?
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I think that this depends on the Institute. Sheliley sees every one
of bils. 1o soome institvtes the Clinical Divector doesn't see every one because
he doesn't get avound that often. The patient may cowe in on a Menday and go
out on a Thursday, orv something, and he might miss him. But the Branch Chief

would see him in that case.

DR. BACKUS:
The question I was getting at was whether this doesn't consitute another

kind of input intp the gquestion of whether wmore than one person sees. . .

DR. CHALMERS;:
We think it is, and we think that if it is done in the milieu of good
medical practice, he is taking good care of this patient or this volunteer.

It is a protection for the patient.

DR, CHALKLEY:
if you have a death on the service, how many of these go to pathology

rounds or ¢linical pathological conferences?

DR. CHALMERS:

Our autopsy rate is about 907, and report goes oul, and then again the
Tnstitutes have various ways of discussing these. The Cancer Institute has
the largzst--they probably have 90% of our deaths--sends out a monthly bulletin
which describes not only the deaths and what they died of, but also any other

untoward events that happened.

PR. BACKUS:
Are there any great differences in the way the different Institutes
carry on these functions, or are they pretty uniform in for instance the reports

on autopsy?

DR. CHALMERS:

Well, they wvary because they are individualized, and some of the
Institutes never have a death so they don't have a formal structure for the
review of deaths because it is so rare. Whereas, Cancer Institute would be
different. Surgeons have a different method of:looking at their bad effects

than an internist.



DR BACKUS:

I guess wihat I am getting at is really a broader question. Is there

a goneval kind of interest and ceacera aboul what is geing on, and isn €

that effective in a way

i3

y that a number of people know what is going on at a
timel? 1Is you review here, the formal is one aspect, of what one might call

the continuing process of knowing what is going on in the Clinical Center?

Now, many institutions around the country, especially before we set up the
assurance mechanism, we were told that in many instances, the adwministrators

at least, and many of the other people in the institution, knew nothing about
that was going on in research--in the research activities of their clinical
program. Things were kept pretty gquiet. We saw more of what was going on at
NIH through the grants mechanism than they saw locally at their own institutions,
but T get the feeling that that might not prevaill under these circumstances.

I'm just trying to get a feel for that. 1Is it hard to keep a secret in other

words?

DR. CHALMERS:

_ Well, everybody eats in the same dining vroowm. T think one other contrel
mechanism which we didn't talk about is an extensive sysfem of inter-Institute
consultations., If a patient is on a research protocol in Institute A and he
develops a fever of unknown origin. Well, then, one of Shelley Wolff's people
will go down to see him. In the course of investigating that fever he will
find out what kind of research is going on and if he disapproves of it he

probably makes some comments about it.
DR. KATZ: Has it ever happened?

DR. CHALMERS:
That they disapprove, and make couments? Well, it's hard to tell

because they don't get into very formal channels. It's wmore verbal.

DR. KATZ:

You couldn't give we any examples of formal complaints, could you?

DR. WOLFF:

No I don't think many. But I have complained.



DR, KATZ:

Formally? Ino writine?
=

DR. WOLFF:

No, WNot in writing, but I have gone to see the people,

DR. CHALMERS:

We have to be careful that they don't stop sending consults.

DR, BACKUS:
Well, what are you missing? The things you pick up are one thing, but

what about everything that you don't see.

DR, WOLFF:

I don't want to sound naive or modest, but I don't think that we are
missing too wuch ip this institution. I think this is a unique institution,
and when 1 ge out to other places I see--patients are being admitted here
for research, this is oux business~-and I think that we should do it better
than anyone else, and I also think that we should set the exawple. T think
that, without sounding terribly chauvinistice, I think that we do a very good

job of it.

PR " d

| I think that it is very important to vemewber, that not only is the
patient admitted to do research, but the doctors work here to do research. So
that thelr eatire professional career, the evaluation of their accomplishments,
and a whole variety of things that relate to promotions and the quality of
their work, and its evaluation and so on, is dependent upon the judgment of
their peers. And I think that the thing that does not happen, can't really
happen, in the mechanism is that an individual admits patiént to the hospital
does something covert, sort of hidden away in the corner, and discharges the
patient, in the direct individual personal relationship that might be more
typical of a private patient relationship in a private hospital. The opportunity
to admit a patient te this hospital is a rare privilege that I think people

accept and appreciate as the purpose they're here.
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That raises another question, that came to mind a little while ago.

1 of your resources and more than
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to absorb =z

Do you
enough oppeortunities to do what you would consider important research without

[

having to ge to a let of extra effort to find things to do?

DR. CHALMERS:

We have no shortage of problems.

DR. BACKUS:

T would assume this to be true, especially being the big ihstitution
you are. You probably have many more opportunities for pursuing things and
with that selection you can probably, under those conditions, avoid a let of
the problems you might et into otherwise.

DR, 2y

There is one other factor that I don't think has been stressed here
enough. And even though these young wen work for us and we may feel they are
intimidated by that fact that they work for us, the group of clinical associates
that comes through here are really the cream of the medical crop each year.
And these are basically very bright and honest young men. I have never met
one yet who hesitated to say something when he felt we were doing something
wrong. And there are 200 or so of them pumped into this institution every
year, and leave at the end of 2 years or 3 yearvs. . They are probably one of
the better checks and balances. 1I've never found one afraid to come to my

office and tell me he thought we were doing something wrong.

DR. BACKUS:
Do you think that you are serving as a training round for ethical

research that is going on cutside of NIH?

DR, -
Unquestionably.,
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Pl Bavid; _

But you know; all of the students really know what is right and what is wrong,
end this is what I am gquarreling with--is not rthat by and lavge you are not
doing the right thing--I have no doubt sbout that. But when all of this is
being talked about I get a little bit upset. Because we are forgetting a .
really important issue; that is, that veally blinds us to all kinds of things--
because Dr. Chalwer's papers are really an example vou know about what's going
on that is from a larger vantage point-~-that all kinds of wrong things are
being done if one takes Dr. Chalmer's position, which I happen personally to
endorse. But nobody would know whether its wrong unless one has established
some criteria. And this you don't have eithar; you dén't really have criteria,
beyond the general criteria of good medical people. But by and large there
are so many things that are going on on the outside, really go wrong, but

really good people too. They are really not people whe are (garbled).
Simultanecus discussion.

DR, KATZ:
As one of the issues, we really have to begin to learn how to educate the
professionals--our young professionals. And both professions have failed

this, law has failed in this, medicine has failed in this.

DR, CHALKLEY:

But until November of last vear we had no texthbook.

DR, KATZ: .
Thank you. But we have to figure out how to train them, and that's awfully
difficult.
DRV 2 b

Hasn't there also been an evolution in the ethics?

DR. KATZ:

Of course.



Simultaneous Dscussion.

IR, BUTLER:

Even in the process of change there has to be at any point a set of
reference points for the judgment of behavior at that poeint in time. T don't
think you will ever be able to have answered absolutely any value question
except by reference to the status of the value structure, You can interpret
the status of z value structure at any point in time, by certain references
as long as the references are clear. It's just like any scientific experiment.
You can't agk the researcher to predict. . .you can wske these probability
judgments like this weighing one back there against another, but then they
carry certain assumpiions with them, also. When you use the term benefit,
the term benefit isn't a term which can be eagily quantified. 1It's a value
term. When you use the term well-being, as a matter of fact when you use
the term sick, these are not termg--when you use the term educated--and you
ask the question--are you going to educate young physicians on ethical questions
which in the precess of giving them wedical training, You way educate them
on a code, or you may make them well informed on codes. But they can ask

questions just like others ask questions, even outside of this charge.

I think T was saying that the value étructure was changing, T don't
know if you want to say ethics are evolving or not, but the value structure
has changed. But I think Shelley mentioned just one example of what was
considered acceptable 30 years ago which would be highly questionable now--
whether catheterization would ever be permitted under present circumstances
starting frow scratch. Even though the original one was done on the investigator

himself.

DR. CHALKLEY:

Look at the flap we had over amniocentesis.

DR. : :
I don't think even digitalis would be permitted-~would get by FDA if
it were a new drug now., It has a very narrow wargin of safety; it can cause

all sorts of toxic reactions. (Garbled) So I think that there is a very
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serious danger of getting so restricted as to be strongly detrimental to the
people.
DR, KATZ:

That's right, and we are moving in that direction. That's what I see
as one of the greatest dangers. But we have to begin~-that is what T personally

am interested in--to formulate some kind of systen.

PR. - CHALKLEY :
You cannot give--how many states know where you have to give 1/10th of

1 percent silver nitrate te a child.

DR. FKATZ:

And things Iike that. Sure.

DR. CHALKLEY:
How about the states that still reguire vaccination and suffer the

deaths frome . o

MR. BROWN:

Let me ask a specific question. 1I've been going to subcommittee meetings
for most of the day today and Panel meetings for the last few months. And
although I know that this particular subcommittee has a certain charge, I think
we can'i help but get some cverlap when we inter-relate all those things
because we started from a basic kind of Panel purpose. And I recall that
after the Tuskegee Syphilis Study became very public--I guess towards the end
of this summer and the Panel was appointed, and Dr. DuVal made a statement, that
I thought was a good statement at the time, I don't know--some may consider it
a little bit intemperate now--but, he said at that time that basically he was
apalled by his knowlege of the study and a study like this could not.happen
now. And T would like to know why it could not happen now. What kinds of
things are apalling about it; what would stop it in the system of checks,

reviews, and balances from happening now?
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MR. MANCEL:

you should describe the Study

T T SEUSY e T JenTALLES e
RO, Lefore Y Ou ti"‘"i— G ansyer ?_.}).O_'.‘;‘_’i

H
as you understand it. Decause Dr. DuVal was responding to one set of facts;
whereas that may not have been the situation. So you can't really answer

that question unless you know,

PR, BUTLER:

v o «as they understood it at that point.

MR, MANGEL:
New, if at that point, there was a conscious proposed treatment, of

the known treatment, from participants.

DR, :

Gf known benefit.
Simultaneous Discussion
DR. BUTLER:
Of bepefit, because there was some question about the benefit of
treatment.
Simultaneous discussion.
MR. MANGEL:
Because the policy says outright, the policy says you may not withhold

known treatment~-whatever, if one of the subjects develops a pathology to which

treatment is available,

DR, KATZ:

The erucial question here,

Simultaneous Discussion.
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DR. KATZ:

Une aspect of one question, and that is the crucial gquestion to which
Dr. Chalwmers alluded when he cowpared research and therapy. And that is the
how do we select our subjects. That's to me & crucial factor in the
uskegee Study, and a great many other studies. I just read through--T'm now
living a quarter of wy life in Washington, so I have to return to my ivory
tower«~is~-this was presented to me as an ideal study that was done by one
of the Imstitutes here. And after I read it through, I had a long discussion
with them-~ig how Aid they select their subjects for the study. And what did
they tell them, and what did they keep from them. And we really haven't learned
yet, to figure out what we can withhold, what we must tell them, what "therapeutic
privilege' or human privilege, or whatever you want to call it, begins and
ends; what authority we have to withhold, how to select them, etc. That I
think is very much of an unresolved problem. And to that extent the Tuskegee
Study is being repeated over and over again in all kinds of clinical research.
How to figure that out I guess will occupy wany of us for many many years to

COTE .

DR. CHALMIRS:
Well, to get back to the question of what is to prevent this from

happening again.

MR, BROWN:
And leaving aside Dr. DuVal'’s comments; just taking the Tuskegee Syphilis

Study, as you know it.
Simultaneous Discussion.

DR. CHALMERS:

My feeling. I think that the procedures that some of the columnists
have described and those that are given in our regulations to grantees indicate
two things. That if in fact the study was one that was not justified on risk/
benefit ratio and all of that; and obviously it was decided there was no
informed consent, and so onj but leaving that part aside, because informed

consent, as I think I said earlier, was not really a part of the mores at that



tima. L think, assuming that the :.sltu:iy was ooz that was nol justified

inherantly on the risk/beunefit basis that we described; it was reviewed by a
comnitfee competent to review such a project; would not happen either in the
Public Health Service itself or supported by the Public Health Service. Now

I can't go beyond that because I don't know what other ways a study of that

kind could szt I would say that currently most such studies are

supported by the NIH., I don't think it would happen in the VA.

I think it would be worthwhile-~let's hypothesize that CNS Syphilis
is still a cowmow disease, which it is not, we don't see it very often anymore.
And that peniciilin reactions are more common than they usually are so that a
serious physician would say, "Gee, T wonder if once you diagnose the patient
as central nervous system syphilis, if he isn't so burned cuit, and maybe have
some criteria Tor being burned out, that adding the danger of penicillin would
really make him worse rather than better." If he then said, "Well, T will

find that out by following these people untreated,”

it would be totally rejected
by all of us. Not necessarily for ethical reasons, because he might be right,
it might be better to follow them untreated., But it would be rejected because
it's poor research and it's unechical to do poor research. On the other hand,
if he said 1 think there is a serious enocugh chance that penicillin does more
harm than good in treating these people, and therefore I will randomize the
patients so that halfl of them get penicillin and half of them get placebo or
expected therapy; and I will follow then each group carefully; and I will look
at tnem frequently; or have a peer group look at them frequently to see if one
of them is getting better than another; and I will stop to study if such and
such a difference exists so that I wan't be harming anybody any longer than
necessary--1'11 get informed consent from the people--I'11 explain to them
everything that is involved; and while T am doing the study because I don't

really know whether it is better to treat or not; and I have presented it to

to whether to treat or not. But under those circumstances the study would be

not only ethical but scientifically wvalid.

DR. 2
Excuse me. May I point out one point about progress. And I think
whether we all agree or not, that there's heen progress in ethics, there clearly

has been progress or at least new knowlege and new techpiques in clinical



statistics and in the actual design of clinical trials, such that

decision making or the use of automated computers for

}-‘

leulation results and other things of this type, in the kinds of decisions
that Tem was talking about, about when to interrupt the study and so on, were
actually not available 30 years ago, and are available as techniques today.

And T think that is an impertant distinction.

DR, DUIIER:

Well, several things come to mind. The focus on central nervous system
eyphilis was again one of the things that came about in the process. They
were studying syphilis, and there was a question of how this became. . «but,
strangely, in 1969, there was a meeting here to review that situation, and
with all of these resources you are now talking about, it wasn't terminated
then. I'm still interested in what might have transpired in terwms of weighing
the decisions. You know, I can see much more clearly, or I have a sense of

the historical setting in which there might have been an overriding concern

for benefits out of the context in which this departure, this study, rveally
was a departure from the treatment demonstration program and from what was
going on both here and in Europe. I can see how that might have come out;

and how it might have gained the mowmentum, but two things happened: which

I find a little bit puzzling. That after a large amount of data was assembled
and even the autopsy data was assembled, vme 0f the researchers asked the
Surgeon General if he would invest $150,000.00 or so, which heestimated, in
bringing together all of this data so 1t could be evaluated to determine whether
there were any benefits to be derived from it as was earlier anticipated. Now
this was before the 1969 decision to continue the study. This decision,
apparently on the basis of money, was rejected, You know the decision to
assemble and re-evaluate data; and yet after that time a decision was made to
continue the study apparently without considering the request was already

rejected. This is a iittle puzzling.



Pape 43

Dive CHALMERS:
I would like to know what stopping the study has wmeant--that each of

the peeple who took part were cailed in and given penicillin?

(2]

DR. BUTLER:
. .
No. ‘hat was recommended was that the study as related to untreated
syphilis, be terminated, and that the patients be given an evaluation for

their health condition, and whatever is indicated., . .
MR. BROWN:
It's possible that that would be a method of treatment, after the

evaluation.

DR, ¥

The one factual answer that I think T can give you, and it may not be
factual at all, but it may help a little bit--is that when the Surgeon General
sent out his request that subjects begin to have protection in 1966 or '67,
the statistics I've been told, and I am only quoting them, is at that point
in time 6 or 7% of all the grants coming into the extramural program were
considered to be unethical. But since that time it has fallen to about 1%,

So that I think that the rules and regulations we now have, the procedures we. . .

DRe CHALXLEY:
But you aren't talking about an extramural grant, you're talking about

an intramural program operating out of CDC in Atlanta.

DR. BACKUS:

Yes, but we were talking about a climate.

DR. e
1 can tell you that within this institution I think that such a study
would not be approved. It wouldn't be approved for the reasons that we've

given.

DR. :
But a study in which treatment of questionable ethicity was withheld

from (garbled) the population would be.



DE. BUTLER:

Well, is there anv substance to the present announcements that there
is a new epidenic ol vepercal disease, both syphilis and gonorrhea, in terms
of its proportion in the population, and particularly in the young population?
Ls there any substance to this?

]

Sinwltansousg Discussion - Suare

DR,

from before because the average patient

receives penicillin about once a year for sore throats and everything under

the sun, and I suspect that the amount of tertiary lues that comes from this

will be preitty minimal.

DR. :

And alsgo, it is a lot more acceptable to go to a doctor and say I've

got Vi,

DR. BUTLER:

Yes, but it was acceptable then too. There was no apparent social
stigma. I'm talking about the benefits to society which were medically
indicated as benefits. In the context of another question, should all of this
have been terminated when penicillin was introduced? This is one of the
guestions, should it have been terminated at that juncture? Now this is

t 20 years since penicillin was introduced, and you have another large
scale sccial problem as was the case then with the epidemic proportions of the
disease. Now, is penicillin making any difference in respect to that? Because,
that was designed hopefully to become a pattern for developing a preventive

program, ¥you Sece.

DR. BACKUS: _
Most of the people you see here are not that closely tied to the
Venereal Disease program, so I think you could probably get a better answer

from a neurologist, but if somebody wants to try to answer this. . .
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Yes, but as an inf

e isease person, T think I can answer that.
To answer your question, T think that peniciliin is certainly having an effect,
probably will on the long-term outcome. The kinds of artery digseasec we used
to see with syphiliﬁﬁ.the kind of dimension we used to see, I think that the

epidenic is st

ot

1
4

el

theve, but certainly peniciliin is not containing it, except

in the sense that it wmight be far worse if we didn't have penicillin.

DR. BACKUS:
You have a medical answer to the problem, but you don't have a sociological

ANSWer.

bR. :
Well, it's not only that. We don't have a preventative. Once we have

a vaccine for example, we won't need penicillin, there won't be a problem.

DR. BUTLER:

And there are presently cfforts, at least--aren't there?

DR. WOLEF:

There are efforts underway to try to understand more about the gonococcus
and the treponeme called syphilis and try fo understand its immunocgenesis and
that sort of thing; but there is not presently anvthing on the horizon, but

iz 2

we think that there is a potential for it in the future, yes.

DR. BUTLER:
Are there any parallels between the introductory-~-are there any human

subjects in their search te develop this vaccine.®

DR. WOLFYF:

Not at this peint.

DR. BUTLER:

But at some point they would have to.
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DR, WOLYF:

You see, you ave agents because unlike a lot of

the viruses we work wilh in bactevia work, you can't cultivate this.

DR. BUTLER:

. Yes. T know. {Simultaneous Discussion) . . .organisﬁ or sometihiing that
might be found similar to this. Incidently, I was interested in just a little
over a year ago, we have a leper colony in Louisiana, one researcher has
discovered that the armadillo of all things provides the ideal model for the
study. At SOme'goint she is going to have to turn to the human subject; and
at some point everyone of these things has to turn to the human subject. It
isan't the question of whether but it's the question of how; and it's a question
of whether or neot all of this sctivity by thig committee can make a contribution
on the, hopefully, on the positive side of the question of how, and the ethics
related to the how. Whether we can lend some light to the whole area, certainly

zan't answer it by saying there can be no regulation, or no concern about the

1]

ethical, or mention of this.

DR, BACKUS:

I wonder if this is a good point for me to say it's now 4:30 almost on
the dot. Dr. Allen's here. I think that we ought to plan for a little break
here in a few minutes; and then those of you who would like to stay, you are
welcome to stay. We're going to go into the extramural aspects of this policy;
your contributions would be very worthwhile and helpful, I am sure. We will
pick up then with the extramural side of this whole issue after Joel asks his

question, and if anyone else would like to ask a short question--go ahead.

MR. MANGETL:

Dr. Butler's discussion of the decision to be process in 1945 period
suggests we had a breakdown or problem in the review mechanism as much as in the
surveillance mechanism. And again and again the General Counsel's Office,
when this problem tends to be not so much in the initial review period, but
in the after period, and there's been adopted elaborate procedures for peer
review of initial protocols. But I don't see, at least in the grant field,
and I heard a discussion of the six year required re-application peer review. And
don't you thing--my question doesn't presume a dishonesty on the part of the

researcher--but maybe the same fervor that is somewhat suspect when he submits
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i1 pretecel, should continue to exist. And don't you think we

iis intli

could stand a little shoring up of the surveillance procedure for the same

reasons’

I think we all zgree with vou. And cur problem is mainly one of
= 5 : .

workload; figuring out how te do it, and still get some research done.

MR, MANGEL:

The same thing applies in the grants area.

DR. CHALMERS:

But I think we all have that unéasy feelinz that. . .

DR. BACKUS:

You see, that is part of the

5

earing in prcecess. Grants do come in

L.

for annual review. In order for an institution to submit it, we gear in the
assurance mechanism te that annual procedure. I gather that you don't have

a similzar kind of review mechanism In effect here at the Clinical Center.

DR. CHALMERS: |
Well, T don't think they go through the Clinical Research Coumittee

every year, before they come in for renewal. At least, they never did.

DR. BACKUS:

o you have an annual review-~-~an annual requirement for annual review?

DR. CHALMERS:

'm talking about extra-

Ch, I'm not talking about intramurally now, I
murally; when the university resubmits every year their annual request for
renewal of the noncompeting grant, it hasn't as far as I know--does it say

it's gone through--

DR. BACKUS:
It has to go through the local institutional review. E#ery year it
has to go back to the committee. It must he certified that it has been
through committee review when that application comes in for the annural request.

Now it may be pro-forma; and that's all right, but it has gone through review.
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h8) AT T TN
DR, AblLbiN?

T thiank that's too simple an answer. 1Lt's proforma because there's
no change in the project. If there is any signficant change of any sort then

it does go through review.

DR, BACKUS:
That's correct.
!
DR, CHALMERS:
What Joel is going to ask you now, is how do you know if there has

been aay change or aok,

MR. MANGEL:

T think the Clinical Center has the same situation. Any researcher
is obliged, if there is a signficant change, to come in. The question is--
how sugpect is the researcher's judgment. If it is suspect enough to require
peer review on the initial submission; isn't it just as suspect that he comes

to a point, critical to his research and he has to double the dose; isn't his

fervor still suspect.

DR, WOLFF:
You can't double a dose without getting permission, first of all; and

second of 21l., . .

MR. MANGEL:

Well, perhaps that was a bad example.

DR. WOLFF:

. . .and he doesn't live by himself. He lives in a sea of pecple.

MR. BROWN:
Yes, but what I'm concerned about too is not the changes that have
taken place internally in running that study or experiment, but what kind of

changes might have taken place externally which that little review committee
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at that hospital in--wherever it happened to be-~might not be aware of.

DR. HILINER:
Dr. Chalmers, I have one question~-do I have tiwe for one more?
4
DR, PRACKUES:

Take all the time you'd like.

DR, HILTNER:

I stepped cut for a few minutes, and if this has been discussed T would
1ike to be gopped on it., Buf it still really has to do in a way with wmy
ecarlier gquestion as to the relation between nedicine and health concerns. T
might phrase it this way to make it a little bit more concrete. Suppose that
someone in your Institutes here proposed a project that is for these purposes
(I'm relieving it frow the outside/inside kind of thing), proposed a project
for studying what happened--iwo people who had come in here with disecases so
sericus, that is many of those where the ordinary physician hadn't known what
to do and so on, and it's not necessarily that vou're vertical men, but by
having the specialty sources that you have here you have succeeded in restoring
1ife, and some degree of functional life too, to persons who other wise might
have dies. And who, before they came in here, might very well have begun
internally the whole psychological progress of preparing themselves for death.
Now, suppose one of your Institutes wanted to study what happended to people
of that kind--which obviously would mean some kind of inspections upon admission,
etc., and follow-up. Now, I personally know some people of this kind==not
necessarily who have gone through this Tnstitute here--but other places; who
psychologically prepared themselves for death. Who have then by modern medical
means of one kind or another been spared that. Who have becoue psychotic,

Now, who is to say that this is a result-=-I'm not prepared to say that--hut

T mean sequencially, a chronological sequence, can become psychotic. The thing
1 am getting at is, would you regard it as the medical concern to deal with

the presented disease regardiess of other considerations? Or would it also

be a part of your research interest--assuming all other aspects of the thing
were set up appropriately and the controls and so on of the ethical controls

of the kind you have been assuming here were involved. Would that be of
interest to this Institute, or would you regard that as non-medical or frans--
medical or the business of people other than the National Institutes of Health?

1 think you see what I'm getting at,
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DR, CHALMERS:

Yes. I think that we have to be interested in what we do to the
patient, no watter whether we do it to them here or later. Hopefully the
committes, if the man himself, the investigator himself didn't concern himself
with that. The Committee would raise questions about it and have to be
satisfied éith improvement. But if you ask if we then later on pursue what's
happened to all of these here to see whether something we didn't anticipate

or didn't think at the time was worth pursuing or. . .

DR, HILTHER:

No. TI'm not necessarily faulting you on that. I think that that would
be a whole other kettle of fish. But I'm thinking of a researcher or research
institute wanted to make a major project out of follow-up, which would of course
also reguire something new to begin with, of a certain group of patients., As
you say this would be limited, so it would be a project and not everybody.

Would that be a medical concern or transmedical concern?

DR. CHALMERS:

Oh, I think that would be a medical concern.

DR. HILTNER:
So that the Institutes, if some of your staff people were interested

in that, that would be kosher?

DR. CHALMERS :

Sure.

DR. HILTNER:

Well, I'm very relieved to hear that.

DR. KOPIN:
There is actually a similar type of study--the psychosis that accompanies

cardiac surgery.
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That 1is being studied here?
DR. KOPIN:

Yes. DPeople at WIMH are following that study.

DR. BACKUS:

This is a good reason for retaining the NIMH as an intramural component

125)

of XIH, I assume, because of the opportunity of expanding into these areas.
DR, KOPIN:

I would think that this would raise one- question, and that relates to
our procedures that have been described in so much detail. And that is that
I think we do have a problem occassionally in defining what is a research
project and the exawple that you give I think is probably the kind of thing
that I would think the terms of whether such an example would come to peer

seview might be auite wvariable.
#

One sets up the study. The study is subject to peer review. If it's
a diagnostic or therapeutic study then it has peer review at the level of the
Institute. If it's a study which would be interpreted as a nen-~diagnostic,
non-therapeutic procedure, then it would go through the full procedure that
you've heard about. But, T think all studies, suddenly if they find that an
aspirin is causing a new kind of rash, you see this, the first time vou make
the observation we can't connect the two; the next time you say, yes, the
patient had aspirin, the second case--T wonder if aspirin is doing this. Then
there is the formalization of the study plan, but one can't anticipate every
time one gives an aspirin that one might encounter some new finding. Once the
new finding is made, once the hypothesis is developed, testing the hypothesis
is the project. I think that wa can't anticipate all hypotheses. One can
only develop the project around the hypothesis. But once the hypothesis is
developed and then it takes the format of a project which is subject to peer

review.

DR. BUTLER:
Is there any progress on the same area. You mentioned one thing that
was specific in respect to the initiation of the Tuskegee Study. And that was

you cannot retrospectively establish controls. 1Is there anything technology
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cihing rike Lhis--which can substitute

for ox 1 ©osubstituting for human controls, such as making a retro-

DR. :
I think the apswer is a qualiiied yes. That really the judgments are

not guile as rafined. If a disease is universally fatal and a new treatment

is intvoduced without controls, and all the patients recover in the extreme

instance, then obvicusly no control would be necessary. Oun the other hand,

in mosi instances where this is obvicusly not the situation, and the problem
i

that still has to be addressed is--well, did the disease change in some way,

were these strictly cowparable, were we really dealing with the identical

did some environmental circumstance occur which altered the course or

disease,
historical perspective. I think these are all legitimate questions.

DR, BUTLER:

I was juat trying to determine whether or nolt there is developing any-
thing-~like models-won the basis of the human experience of the whole profession?
DR, :

I don't think, unless you take the example of the either/or situation,

I don't think there is. I think you still have to use the control's jeob. You

can sometimes use the patient as his own control.

DR. BACKUS:

I've just been informed by Dr. Chalkley that he has a problem coming up
“arcund 5 o'clock; and it's a quarter to five now. And he was one of our key
people for the continuation discussion. Let we ask the Panel if they would
mind just going shead with this discussion that vou're in now with the under-
standing that we would probably set up a meeting later--a subcoumittee meeting
later~--to go into the extramural programs. And take the time at that time to
go into the problem at greater depth. Any objection to that? So why don't

you just proceed, if you would.

DR. BUTLER:

Extramural programs, because 1 know that there are. . .
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DR. BACKUS:
We mighlit get started on it and get a few cuestions in. All right,

Wity don L Wes o .

DR. BUTLER:
Actually, we need as much as we can get whenever we have the opportunity

to get it

DR, BACKUS:
Well, this is our opportunity to get a little. Dr. Chalkley and Dr.
Allen are here representing the extramural programs of the NIH. Now you

gentlemen can stay if you like. . .

DR. BUTLER:

On behalf of the committee, I would like Lo express our appreciation,
cur very deep appreciation for your responsive information we have gathered
today. We will certainly take time to send you letters of thanks. Thank you

so mach.

DR. BACKUS:

Well, we can certainly get started on this and what we can't gain from
this short session we can plan to make use of in setting up another subcommittee
meeting of a later date if we feel that that's needed. Don, would you--I think

vou can sort of pick it up from where we left off, if you would like.

DR. CHALKLEY:

All right. I frankly don't know quite when the NIH, the Public Health
Service, began its clinical research programs. I imagine that there were
some back in the early 1900's and I know when I came here--when I first knew
about it--my father came to work for them in 1929, They did have some clinical
research going on in university facilities, and there were at several times
clinical NIH/PHS control clinical facilities in Boston, California, and, of

course, you're aware of the situation in Ohio and elsewhere.
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Therve was no real extrawmaral program however until 1937 when the National
Cancer Institute Act was passed and the NCI began giving out grants. Between
1937 and approwcdimately 1947 the National Cancer Institute gave out approximately
300 grants. I read them over years sgo~-298 o be precise. There were none
of these that involved clinical research; there were none that involved, directly

involved, human subjects at all.

To the best of my knowlege, the first activities invelving clinical
research began roughly back in 1945, when we picked up some ONR projects
which did involve sowe malaria studies, some VD studies, and these involved--but
they were still not clearly separate from ﬁractice of medicine and service.
and as far as I know we had no patients in hospitals involved per se--a lot

of clinical services but not much hospital research until 1947,

In 1947 we began our first grants which involved payment of hospital-.
ization expenses and the first very serious cliniecal research which originated
in that year. I remember that date because the gentleman who started out was
Sidney Farber--he asked for hospital expenges .and soumecne said can we properly
pay hospital expenses, and the reply was~-if you can pay for rat bedding, you
can pay for a bed for a human patient. And with Sidney Farber's work in the
Children's Cancer Research Foundation in Boston, began our really serious
involvement in research involving human subjects. Again, Sidney Farber was
practicing what might be called poison gas therapy using mustard gas, a treatment

of nitrvogen mustards, methotrexate, in the treatment of leukemis. The number

of grants in 1947 was probably--what was it Ernest, back in the low hundreds?

DR, ALLEN:
Yes. It sﬁarted with roughly 50.

DR. CHALXLEY:

They introduced at this point the National Advisory Health Council,
The National Cancer Institute worked from the National Advisory Cancer Council,
and you had a total number of grants not 300, but you were now getting up into
the several hundreds a year. And this continued, of course, on through--put
in a couple of key dates--1962 was a key date for several reasons. 1962--the

Kefauver Hearings on the Food and Drug Administration (FDA) Acts. And also



it was, if I rewewber corvectly, the year of the Southam-Mandel case. It was
in the latter part of '62. Chester Svutham went over to the Jewish Chroenic
Disease Hospital and persuaded Dr. Mandel, Chief of Service.there, that they
could preperly and needed to transplant tumor ceels into patients. So this is

also the date of the Southam-Mandel Case in New York City.

Late in that year, in 1962, the Surgeon General, following the Kefauver
Hearings, and with the first rumblings of Southam-Mandel beginning to make
their way southward from New York City, in consultation with the then Director
of NCI, decided they had better look into what the NIH and the Public Health
Service as a whole should do next. This ran to two or three studies--I won't
go into the details as to what came out of it--what the complications were--
but the ultimate answer of two successive committees was that basically, as far
as the grants program was concerned, we should do nothing‘ That the grant was
a gift to the institution; that if you give a BB gun to the boy down the street,
and he absentmindedly shoots a girl across the way and blinds her, the fault
lies not with the giver of the gift, but with the boy who pulled the trigger.
And this was the basic attitude. It is we who receive the money who are
responsible. We are the people who will be sued. The Government cannot be
involved. The Govermment refused to be involved in the Southam-Mandel case on
the grounds that the grant was a gift. The persons who committed the injury
were not emplovees or agente of the Public Health Service, but employees and
agents of Jewish Chrenic and of the Slean-Kettering. And the Government was
not involved. And on this basis, said the institutions, the Government should
require us to do nothing. We should be fully responsible. WNo action should
be taken by NIH., This position, the Surgeon General and the Director, NIH,
refused to accept. In 1965 the first step was taken. This was an instruction

te all of the advisory bodies,

DR. :

You said they refused to accept--whose position was that?

DR. CHALKLEY:
The position was recommended to the Surgeon General and to the Director,
NIH, by the Livingston Committee and by subsequent subcommittees--outside

people. It was a mixed committee, inside/outside. And in '65, I guess just
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in the beginning of that year, the last subcomniftee came up and said, well,
there are three or four things you can do and the instructions were--one of

them 1 thiok Palwer Saunders who is head of the Research Grants Review Branch,
said that they would implemsat immediately; this was an instruction to all of

our study sections that if thev came across anything that appeared to raise

an ethical issue, or an issue of hazard to subjects, they should call this to

the attention of the councils immedigtely. They should make a specific note

to this effect. 1In the past our scientific review bodies have been informed

that their sole concern is with scientific merit. And you, in a sense, seize
your authority--as T did on several occasionsg~-=by calling attention to what
appeared te be hazardous. These were considered policy questions, not questicas
of scientific merit. There were several executive secretaries in the study
sections who did this wore or less habitually., But in '65 we made it official.
And from then on you began to see bursts of problems. Now what happened in .

the middle of 1965; '65 was the first order to ask study sections here to watch
for ethical problems, and I would say that this in a sense was the first official
expression of awareness of ethical problems invoived in grants supported research

here at NIH.

In the wmiddle of 1965 three applications came in here--to two different
study sections and one council and theyv were all involved with primary myocardial
disease, which is very characteristic of aleoholics and it's found in large
comuunity hospitals. It's found largely among the disadvantaged. And these
gtudies were to go on in three large municipal hospitals in the United States and
they involved a variety of mechanisms of getting at damaged tissue in the
heart. One of them was going Lo run a suction tube down through the carotid
to the heart, apply suction, nip off pieces of the inside of the heart, and
carry out some very routine studies on it. The second man was going to use
a biopsy ncedle and go through the chest right into the wmyocardia and carry
out some very simple studies., Tn the third one. they were going to make an
incision up here in the chest to visualize the outflew tract of the heart, take
two or three samples and do some fairly sophisticatad bacteriolegical, viralogical

and other pathologic studies.
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s particular caveat was put

an there, but if went to council, and there was a knock down drag out battle
that lasted for about two hours, in the course 6f which one member of the
council refused flétly Lo be associated with the approval, and said he was
going to the Director; he was going to the Surgeon General; and he would go
to the Fresident to block this study being approved. As part of a compromise
with the Institute, there was an agreement that they would obtain a special
assurance--a special assurance, lower case-~from the institution to which the
grant was given. They recognized the hazards, that they would ride herd on
it, and that they would assume responsibility for anything that went wrong.
This was conveyed to the NIH in the middle of 1965, The NIH formally adopted
this practice of requiring assurances from any institution where there was a
special hazard. Of course what constituted a special hazard was clearly left

up to the review bodies,

This didn't ap?ear to be entirely satisfactory, and in the middle of
'66 there were letters from Representative Gallagher from New Jersey, who was
concerned about, not medical problems but Privacy. And there was a letter from
Senator Javits--and said have you done anything about informed consent since
this was brought up in the Kefauver-Harrison in 1962. The Surgeon General
said, we shall take i1t to the National Advisory Health Council later in the
year. They did, and then in the beginning of the following year we issued our
first formal pelicy. And we need not 0 through the one that was issued in--
there was one February 1966-~there were promptly two modifying memoranda. We
completely revised the policy, tore it apart, put it out again in July 1, 1966,
followed by four more modifications. Then it was revised again in the middle
of 1969, based on our experieace in the two preceeding years, and then at the
time that that came out Dr. Allen suggested to the Under Secretary, HEW, that
it should be applied across the HEW as a whole. There appeared to be some
problems with this, so we took the policy apart once more and in your folders
is a copy of Grants Administration Manual Chapter 1-40, which outlines the

policy ir its present form. So we've had revisions in '66, '66, 1969, and 1971.
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The basic policy has changed lictle doring that entire tima, The

are larcely changes in detail and impl

station of thie policy. The

do not change the policy as such. The policy states flatly what the institutions
said ail along, that the responsibility for the protection of rights and welfare
of subjects:ibeiongs with the grantee, because they are responsible for the
performance; they ace directly in contact with the patients; they are the people
who select the patients. They are the people who hire the physicians; control
the facilities, and these physicians are licensed in the states in which the
citu-institution lies. The physicians are licensed in those states, the
hospitals are 1icensed in those states, and the'laws that apply ave the laws

of those states. Therefore the placement of the respomnsibility should lie in
the local institution where the funds are used. The policy then goes on to
say--in order to insure that this responsibility is properly carried out we
require that the institution establish a local review commiftee, and that the
committee review all projects which involve human subjects at rigk-~and at

risk is defined as anmything that is done to the subject other than that which
employs standard and accepted methods for his good and his good along--anything
that involves a human subject at risk has to be reviewed, to determine that
there is adequate protection for the subjects right and welfare,that the
benefits will outweigh the risks in the project, and that informed consent Is

to be obtained by methods that are adequate and appropriate. And it also goes
on to say, incidently, that the DIEW is also concerned, as well as the institution,
that the application for support, be it a grant or contract, will be subject

to further review by DHEW.

Tt is sort of a dual review system, two different types of review.
One is the institution's review, which you are aware is expected to be a very
broad one, even if it's a medical school or a medical hospital. You're going
to have surgeons, you're going Lo Eave internists, presﬁm&bly pathologists,
other positions, and in addition, at the moment, in a hospital situation,
because of Food and Drug regulations, we require that certain of these individuals
down here be persons other than physicians licensed to administer drugs.
And as a consequence, that means that practically every medical institution

you have on the list now has down here some people who are not physicians.



he gvnecologists; thoy may be sclentists who are not hysiciansg
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These !
soi who In the wmost part are outside individuals--cutside the hospital,

what the FDA terms An FDA's laywan is anybody who is not licensed

to administer druss, which covers a very broad spectrum.
5y J 13

Cn our committees of course--when an application comes in here and deals

with research in surgery it's going to go to another commitiee that's all

if its in pathology it will be almost all pathologists, or at least

Surgeons;
an adequate conceﬁn with pathology; and if its in psychology it will end up
with a group thaf is almost all psvchologists. Review here is in depth. The
review at the institution is across the board. They eare not the same reviews.
But the chances of an application which is not generally acceptable getting
throush reviews of both types is very small. T would never say that it is
absolutely nil, that there will be no problems, because we have had applications
that went through review at the institution, and were cleared, and went through

ew by a study section here, and then by a council bere, and then by staff

ol

rev
here, and then went back to the institution and were turned down on the second
round. Because they had learned things in between that time that they didn't
know when they first reviewed, that we didn't know, and that they found out
between times., Times change. And We have had projects for instance that
jnvolved a variety--where science has changed--and science can change in

approximately the six to seven wonths that it takes us to review.

The review required is very similar to that which is required by the
British Medical Research Council, AMA Medical Research Council, and the Australia
“Medical Research Council, except for one apparent difference. None of those
require continuing review. It is reviewed once by peer review. There is no
requirement for continuing review. We do require continuing review at least
annually, and this is the thing that makes the difference wmore apparent than
real, because in Australia and Canada they only give grants for one year periods.
So the fact of apnual review is built into the mechanism, and the difference
is not quite as distinct as it may seem. In order to provide for the review
mechanism, what we require at the woment from our major institutions is what
is called a general assurance. This is a document which states how the institution
will carry out the review; describes the committees; describes the review .

structure; frequency with which they'll meet, and sco forth and so on. The
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urance, ayg i docvment cowes ivto us, wmay be four or five pages thicke--
the one frowm University of Missouri is two inches thick. This, of course, in

t's on both sides of the paper, one

fute

A Lunoetion ob wheohar

double~spuced or single. But they are quite compendious

ingtances. They describe a procedure, and this is basically
a procedural poliey. It requires a review--it says that you must review. It
does not say what you must review for, but at no point does it say what you

=

~must do, what you shall not do, what is ethical, what is unethical, what is
good, what is bad~-it simply says, go in and use your guality judgment. ILock
at it in terms of, local laws, local standards of medical practice, local
standards of community acceptance--we are not going to try to sit in Washingten
and dictate what 1s going to be acceptable to Cuban refugees in Miami, to

French Canadians in Maine, to Indians in the State of Washington, or to Mex~
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Texs aloag the an Antonio, or to Blacks in Watts, or to Blacks in

South Bend, or to Blacks in the south side of South Bend--

Cl,
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the north si

and those incidently are two entively different groups--or the ones in Cleveland,

i

or the oncs in Jackson, Mississippi, or Tugulu. But these are all different

groups, and th

he pecple who should know them are the people in the site. It

g

does not at any point define, describe an ethical policy. It states simply,
list all the ethical policies of which we know, of which we are familiar--we

try to keep people up to date on them. Now, as to what this does.

At amy onc time, we have gone through the present Public Health Service

Syotem~~at any one time we hav

]

approximately 15,000 grants out, of which about
1/3 or approximately 5,000 involve human subjects. We get every year, about

15,000 units to go over:; and again 5 ,000 of thoge involve human subjects., 1In

"1966 Dr., Wolff menticned, when we began the policy, about 7.2% of those 5,000
applications were raising questions in the minds of study sections, and sbbut
half of those questions, or I guess zbout 3.8% is the number that comes to
mind, the questions ware such as to justify disapproval of the appllcatlon. In

1971 this number had dropped to about 2,27 of the total.

DR. BUTLER:

You say that between '65 and '717?



DR. CHALKLEY:
Between '66 and '71. There is ouly one other problem with this and

that is in the last vear this is up to about 5%.

DR. HILINER:

That is turned down on what grounds?

DR. CRALEILEY:

These aren't turned down--these are questions.

DR. HILINER:

Questions on what grounds?

DR, CHALXLIY ;

Largely, undue hazards to subject., I think in all the time we've.
been looking at these~-and we've got about a thousand or so projects picked
out~~T have seen three that I would call clearly unethical. A situation in
which the physician knew that what he was doing was wrong and he was going to

do it anvhow,

bR, HILTNER:
Now, that presumes some sort of ethical standard, that you're implicitly
implying, but you had just said previously that you were not involving ethical

considerations except descriptively.

DR. CHALKLEY:

No. We say quality institutions are required to identify an ethical
policy. But basically I take the position that you are dealing with a highly
ethicai professional. . And I db not think that you will find any very high
percentage~~I think, actually, less than 1$ of the applications which are
questioned by srudy sections are im my opinion clearly unethical. The rest

of them are matters of ignorance, and poor judgment.



DR. HILTNEE
But then, that would imply that vou have a broad based kind of ethic

which can permit many variations within it. Well, now is that stated?

Re CHALRLEY:
That's right. No. It siwply goes flatly and says that we prescribe

no code of gthics.

DR, HILTUER:
But you really do.

DR. CHALKLEY:

We expect that they find scowmething. Because obviously in a medical
school some institutions can live with the Nuremburg Code, others, most of
them medical institutions will go out and pick out the Declaration of Helsinki.
And there are institutions, Harvard University developed its own. Harvard
actually has two or three, depending upon whether you're talking about nurses,
medical schocl, or the use of students. There are institutions which--of course,
we have a lot of institutions which have no wedical activities--activities
largely psychological. And the APA Code is applicable, or an institution like
the Wew York School of Social Work which has grants funds and so does the American
Socicty of Social Work. But in the majority of instances there is a code==
medically speaking it's going to be Helsinki as a general rule. And a few of
them will use a modified Nuremburg--the Nuremburg is inapplicable in any

research that involves children.

DR. HILTNER: _

What I'm trying to get at--T don't mean to take you the wrong way, but
yvou said that you had locked over a few which in your judgment were clearly
unethical., Now in making that statement, what kind of criteria was in your

mind.

DR, CHALKLEY:
If you look at the projects, the objections that were raised in the

study section are principally technical objections. They are rarely that a
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study section will say that this is uncthical., A man comes in and proposes to

Lies to sowme student volunteerse-but he belicves that those parasites

less to the volunteers. He wasn't aware that they could result, and

are harm
probably would result, in blindness in about 1/3 of those youngsters before
they had passed anothey twenty years. We have had Board certiflied hematologists
propose projects which ou the surface of them looked absolutely lethal because

they were ignorant.

DR, HILTNER:
You don't really wmean that. You mean that you looked at them and that

they would bring bad results.

DR. CHALELEY:

They would bring bad resultg-~fatal results.

DR. HILTWER:
Well, how would you define that--any kind of project that might be
proposed that wouldn't harm subjects from a medical point of view, but which

wight still be unethical from your point of view,

MR. MANGEL:

Give thres examples.

DR, CHALKLEY:

The institution here that proposed to run catheters in both brachial
arteries and then subject them all to work on a treadmill and if they were
unwilling to volunteer, offer then $150.00 to do it, or $200, or $250, or
$300, or $350 and offer them as mich money as they would until they were willing
to go. Or the Individual who told us flatly, we will not utilize informed
censent, we can't get informed consent from these people, so we aren’'t going
to tell them. Or the man who accepted a grant from us to do anatomical work
and then went out and did physiological work and was telling his patients that
this was being done for diagnostic purposes--it is the same thing they did in
Southam-Mandel case-~this was being done for diagnostic purposes, when as a
matter of fact it had no diagnostic purpose as far as these patients were

concerned. That I would say was clearly unethical.



LR, HILITHER:

Cn what grounds--what would be vour grounds for saying this?

DR. CHALKLEY:

le was deliberately wisinforming the patients.

DR, BUTLER:

He was lying.

DR, CHALKLEY:

e was lying~-deliberately misinforming them.

DR. HILTHNER:

So it is not the money you are objecting to really.

DR. CHALKLEY:

No. The money~-well in th.e other case, the money-~this is coercion.
I would agree in this case~-there is absolutely no question-~this is coercion.
Because if people velunteer for it, he won't offer them the money. It is

only if they refuse to volunteer then he will offer.

PR, HILINER:
If it's strictly money, how is it different from offering free medical

care in this institution.

DR. CHALKLEY:
This is a lovely question that Dr. Wolff answered the other day. I
can't answer that--whether this is a problem of any research carried out in

a charitable institution--not just this Center here, but any place.

DR. HILTNER:
You see, T understand your attempting to not have a legalistic code.
I understand--obviously you have great sympathy for it--but it seems to me

that you have certain kinds of minimum standards.



Peopla keepn tolll the language

SOUWZs 6w

MR, MANGEL:
But Den, the answer is that there are standards set out in the policy

and they are both ethical and in the end wedical standards which are going to

sda

superimpose~=they ave not dealt with specificity with any of these.
DR, BUTLER:

There are areas in which you cannot distinguish between the people.

DR. KATZ:

Dr. Chalkley, do you have faith in the Helsinki Code?

DR, CHALKLEY:

No. I have faith in the performance under it.

DR, KATZ:
But you can't perform under it--you have to have faith in the basic

document.

R. CHALKIEY:
Yes. I think that the only point is that you get people--you don't
put the code out,.I wouldn't put the code out alone, and say, everybody will
adhere to this. I would put the code oui and then I would ride herd on them.
I think the fact that a man--I have no doubt that, to answer a question that
was raised earlier, that there ave a lot of studies that are proposed, that
would be preposed if the investigator did not vealize that he was going to have

to go through this review mechanism.

DR. KATZ:
All the review committees that I know of leaving min aside for the

moment . aren't working.
>
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DR CHALKLFEY ¢
Arven't working?
DR, FKATZ:

No, And good ones--major universities,

DR, CHALKLEY:

Aren't working in what sense?
o

DR. KATZ:

They are sending you them compendia--but they don't take them seriously.

DR. CHALKLEY :

I'm sure they aven't. 1I'm not in the least surprised.
Simultaneocus Discussion

DR. BUTLER;:
They are saying economic and social persuasions that any other group

would be under; and this is where the central problem is.

DR. CHALKLEY:

Yes. And this is of course why there is an advantage to -- the answer
why I firmly believe in the second review. And also, I think that one of our
big difficulties is since 1969, my office has been unable, for financial reasons,
to make any visits fo these institutions to see why they aren’t. Because there
are some institutions where, I will admit, there are approximately 10% of the
applications submitted to us that are being turnmed down in the study sections

on grouads of undue hazards to the subjects,

DR. KATZ:

You have 5,000 human proposals a vear now?

DR. CHALKLEY:
Right. Roughly,
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Re RATZ:

And how many pecple review these 5,000 propesals? How many svoups?

DR. CHALKLEY ¢

P oeroups?

DR. KATZ:

Yes, these 5,000 proposals.

DR. CHALKLEY: o .

3
I‘I, + © %

DR, BACKUS:

That includes the WIMH grants?

DR, CHALKLEY:
Yes, you'd have to to get the 5,000. There are about 30--I think that's
T

about right-~because there are 40 committees at NIMH, there are 50 heve, and I

guess about 3/4ths of those I guess take clinical studies.

DR, KATZ:
About 50 committees? So that means about 500 proposals per group.

And these are the groups that meet three times a vyear?

DR. CHALKLEY:

That's right.

DR. KATZ:

And they review 300 proposals?

DR. BACKUS:
A hundred.

DR. CHALKLEY:
The average study section will see something between 75 and 100

applications a round. And you will run 10 to 15 members.
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a-lot of these he has been talking about will be disapproved on

DT -2t loas Gl it Cmore--wlll be disapproved on scientific
merit, anyway.
DR. HILTNER:
fut does this raise any guestion-~maybe this is irrelevant--I'm not
a physician. Do you raise any questions about what yeu were speaking for

previcusly in terms of the bulk that these thin ngs have--that is to say--are
you unintentionally, by trying to cover everything, contributing to a workload
which then makes it virtually impossible for anybody but the guy who actually

puts the report together, to master.

DR, CHALXKLEY:

This is a very serious problem and I wish we could £7i ind our way out of
b I Yy

it.

DR, HILTFER:

For example, universities now, in increasing number are barring student
doctoral dissertations from being more than a certain length. Princeton
University has now said, 250 pages with apparatus. And a dissertation exceeding

that is not acceptable.

DR. CHALELEY:

I wish they had told me that before I got mine--mine ran 600.

DR. HILTNER:
Well, but you see the point--that is, well frankly mine was 500, but I
think that I would have had a ter digsertation if I'd been cracked down on

and wmade to reduce it

DR, CHALKLEY:

No. The best ones we have--I'd say the ones we use as examples~-~in
fact only run about a dozen pages. The University of Missouri is that thick
because it has six campuses--and the procedure is described for all six -and

the schools vary quite a bit.
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DR. ALLEN:

are talking abeut assurvances, not an application.

DR. HILTNER:

But you see, if vou are puttin
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jnal 1lability, as you indicate that it is.

iy

its assuming

b

DR, CHALFILEY:

That's tyue., That's were the suilt is going to end.

DR. HILTNER:
Then, are you getting so much information, which fundamentally you

might do without, if you follow the policy of. . .

DR. CHALKLEY:

No. I think that Dr. Allen is making the point that if you get an
assurance from an institution, the assurance nominally is geing to last for
an average of about six years--this describes the system that presumably is
being applied for review purposss. Now the same institution may turn around
and submit to us 40 or 50 applications for research during the year and
mentally those can run anywhere from about 8 to 10 pages. But the study

sections are seeing are applications for individual projects.

MR. MANGEL:

The study section is Federal -~ a group of Federal consultants.

DR o C“.ALT{LEY :

e | .

That's right.

DR. BACKUS:

Dr. Hiltner, we gebt one assurance from a major institution dealing
with a nuwber of grantees, but each time an applicant applies to NIH on a
research grant application involving human subjects, this receives the kind
of review that we are talking about. And along with that we must receive
certification from the institution that it was reviewed in accordance ﬁith
the assurance they provided. WNow, it's still a cemplex picture. I'm not
trying to simplify it--I mean, I'm not trying to cover up the fact that it

iz e+i11 a2 hnllw Aarnmwant from the institutions.



DR, CHALKLEY:-

Applications come through of ccurse., As I said, the thing that disturbs
we--one of the difficulties with the thing admittedly it is a complex review
procedure. 1 have no doubt from the number of turn downs that applications
we're getting from some institutions--that they are not getting the review
they should get. On the other hand, when L3U or when MIT calls you up in the
wmiddle of the afterncou and says we would like to withdraw so and so's
application--~they had some reason to do it. And LSU calls up and says, we
will not approve any portion of Dr. X's application involving human subjectg«~
there's no question review has been going on, and it's effective to some

degree. There is also no question that we need the continuing internal review

within NIH.

DR. ALLENM:

T'm sure you've visited these committees when they were reviewing them,
and have seen them turned down. I have. 1 was surprised at your statement,
because my experience has been exactly the opposite; they seem to be doing a
completely thorough job and they are turning applications dovn in the committec.
And they show in their discussioas that they've done their homework before
coming to the committeéunthey don’t try to do it around the table. They have
reviewed them. They come in. They exchange views. And sometimes a wman who
has thought he was going to vote against one, would change because of the

discussion would show that he had to change his mind.

DR, :

How do you account for the recent increase?

DR. CHALXLEY:

Actually I find it a little disturbimg. I suspect that whatl we've been
measuring here, in a sense, is not improvement so much as the difference of the
sensitivity of the review groups. The one thing we need to do now--and we
will after these last two rounds--is to go back and see what's involved in this
57 increase. If we are still getting a drop in the disapproval rate, and in
just looking ét them, I think we are not getting any higher disapproval rate
thau we did before--we are getting more gquestions raised. But a lot more of

these are being passed on to the institution. We do not seem to be getting any



igniticant increase in the numbers as that are actually being turned down.
But the groups are a lot more sensitive, T think, then they were a year ago.
DR. KATZ:
Was Goldzieher's research reviewed by vou?
%
DR, CHALXLEY:
No sir. That project came in from the Syntex Corporation on an

investigational new drug application--Food and Drug.

DR. KATZ:

That went through FDA?

DR. CHALKLEY:

DR. BACKUS:
Well, it was veported to FDA on their forms, but FDA can't keep up

with their paperwork.

DR. CHALKLEY:

That's why he was raked over the coals for violating his protoecol, which

he did.

DR. BUTLER:

I don't know how cur time is. , .

DR. CHALKXLEY:

Well, mine's disappearing,

DR. BUTLER:

Well, T would like to ask directly: Do you feel that the existing

policies, and certainly this means combined policies and factors which we just

referred to, are adequate to protect the rights of patients who are engaged as

subjects; and, I had another question.



icy is a gound one. Like any such policy it

in the f£ield. This we do not have. It also--this is sowething we have
recogniced since the beginnivg~-needs to be followed up with some sort of

we have never been able to mount.

DR. BUTLER:

Our question is-~the second question--are there any iwprovements to be
recommended in tiHe policies. To make an address to the implementation of

policye.

11 details that we are proposging to
change; we expect To put the policy in the Federal Register within the very
near fiture, and there will be some wminor changes then, and we expect to

propose some fairly maliox ones.

DR. BUTLER:

What are some of these even minor changes that you have?

DR. CHALKLEY:

The present policy requires, among other things, that the institution
should neot use exculpatory language in consent forms. This is waiving rights
and responsibilities. We are going to change this to must. It says that the
institution should have'layman on the committee. We are going to change this
-essentially to wmust. The language will be a little more complicated. There
is a section in there now on the statement in the policy pointing out that the

risks should be weighed against the benefits to the individual, or to the

population in general. And this section has been misunderstood, misinterpreted,

and it will have to be explained.

There's also, those I would say are minor, some fairly major changes
that we are considering. The policy at present permits an institution to
indicate not that it has completed review, but that it will carry out the

review in the future. Wa are expecting to require that this review be completed



Page 73

. wakbor

v 4ol
WL

lon of the application, at an early date

Ja are alsc propesing to put some langusge in there specifically

sensablon ol g wrs or otier individualg-~payments to them
in connection to the performance of research. We are also going to go back
and require submission of the cowmittee structure on an annual basis. There

will probably be an annual report back to NTi.

DR. FRATZ:

Are vou going to do sanctions?

DR. CHALKLEY:

What?

DR. KATZ:

Sanctions?

DR, CHALKLEY:

The enforcement section in the back right at the moment is going to
undergo soma changes s0 we're in a position--there ig one point in there that
is not very clear-~provides that we can terminate grants which we can~-and we're
going to rewrite that to make it a little more blunt; since I discovered from
Mr. Mangel that we can terminate a lot faster than I thought we could. And it

also provides in there for loss of eligibility for support of an institution

to comply, And there zlso should be a section there that allows
(us) to terminate the eligibility of a principal investigator as an individual.
So that if he zets bounced out of one institution, we can more or less follow
“him around; and we can suspend his eligibility to receive grants subject to

the pleasure of the Secretary.

DR, KATZ:
With respect to institutions, are you going to have some definite
provisions, under what circumstances the whole institution might not receive

grants anymore, if the institutional review committes violates?
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DR, CHATLRLEY:
The language in the Public Yealrh Service Act, and the language in here,

ig for the continued indefinitely in the public Interest, until terminated in
the public Interest by the Secretary. It deesn't give a term. DBasically, it
~would allow,the institution to protest. And on the basis of the more or less
adversary proceading on the protest decide whether they could restore it.
DR. KATZ:

It's a continuation of this. I was recently asked about the following
problem that arose at an institution, but the institutional review committee
found out that an irvestigator had violated practices--their directives. What

should they do?

DR. CBALKLEY:
Well, we haven't gone past privity in the institution that way. Dr.

Cooley is no longer a mewber of the staff at Baylor University School.

MR. MAECGEL:

I think that that's a perfect example.

DR. CHALKLEY:

Yesg.

DR. KATZ:

But you had not the procedures. I went through the documents.

DR, CHALKLEY:
T would bte incliined te leave that to the local faculties. If we found

out it is a different matter.

DR. KATZ:

Should the university inform you? That's the question they posed to me.

DR, CHALKLEY:

That's a nasty question. I would say that this is up to their judgﬁent.



. KAT#:
You would penalize them for not Informing you at this point, under

your regulaticns.

MR, MANGEL:

rt

Our policy does require the reporting to the Federal Covernment of

"any changes.

DR, CHALKLEY:
There is nothing in there that requires them Lo report mal-performance

of an individual.

MR. MANGEL:

T guess that what I'm getting at, is, it depends upon what the mal-
performance was-~if it was a change in protocol. . .
DR. KATZ:

Fo, no., It was very gross--that would be minor.

DR. CHALKLEY:
No, it was like Kantrowitz and the flap at Maimonides which never really

came out into the open. They accused him of violating a protocol that he had

submitted, but it was a very tricky business to have decided.

MR. MANGEL:

I would be interested in what the reaction among the administrators
would be, but (it) depends upon the culpability of the institution. If it was
something that was totally out of control and the institution reported it
prompily, and it wasn't casued by a breakdown in the institution's procedures,

I can't see how that would rebound to their disadvantage.

DR. KATZ:

What should they do now-~-that is the question?

DR. BACKUS:
Was anvbody actually hurt?



Pawva 70

{he protocol was originally written out because of the concern about

people ing hurt by this. Whether they were hurt, I don't know.
MR MANCGEL:
1f people were hurt, I should think it would be incumbent upon the

institution to tell us something about that.

DR, CHALKLEY:

I can tell you one thing, if he was using our funds, and they did not
cut off the support, the policy does require thewm to cut off the support,
This at the mowment is the only club we have., And if they did not cut off
that support and it was evident fthat they found the man in violation of their
own regulations, in Carrying out a project in a manner in which they did not

approve, and they did not cut suvport off, I would say that institution. . .
SpPP 2 N PP » ¥

MR. MANGEL:

But if the specific act were terminated immediately and the institution

imposed its own corrective sanctions, whatever they were, and if you knew about

them externally, you know, you would say that they were acceptable, I'm not

sure that we would feel that we have . -

DR. CHALKLEY:

Féx

And when they set the salaries, they hire the men, they fire them,

they're not Government employees, I. . .

DR. KATZ:
No, I'm sure its quite clear, you know, under existing procedures this
would not be necessary, and it would not be in vioclation of anything. Should

that be changed as you are now looking over that section?

DR, CHALKLEY:
There is no opportunity for an adversary reaction here at the moment;
I would be inclined to say at the moment, no, considering the nature of the

policy. Well, I have two women waiting for ma.

Simultaneous Discussion.
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